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(57) The present invention provides a fused ring 
compound of the following formula [I] 



[I] 



wherein each symbol is as defined in the specification, 
a pharmaceutical^ acceptable salt thereof, and a ther- 
apeutic agent for hepatitis C, which contains this com- 
pound. The compound of the present invention shows 
an anti-hapatitis C virus (HCV) action based on the HCV 
polymerase inhibitory activity, and is useful as a thera- 
peutic agent or prophylactic agent for hepatitis C. 
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Description 
Technical Field 



inhibitory activity. 
Background Art 

„«h interferon is awaited ^n^D lLuranoavMH-1 2 4. t nazola-3-carboxamida) has become commercially 

■ SSS5SSwSS=ES5S2== 

S lS"e 9 eneo,HCVencooesapro«e,n S ^^^ 
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sure suggestive thereof. 



H 



compound D 



OOCXK. ::c^° 

H 2 N0CT 



compound E 



HO 

compound F 



specification or a description regarding or suggestive of HCV. 



9-. y-« 

HO HO^ 



compound A compound B 
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or suggestive of an anti-HCV effect Dh armaceutical use other than as an antiviral agent are disclosed 

l0 024] Known benzimidazote 'TSSSsttSSSSS. These publications disclose the following com- 

or suggestive of an anti-HCV effect 2000-159749 (EP88271 8) discloses the 



an anti-HCV effect. 



0 



compound G 



compound C \= 

„ WC 9 B, 5 00 2 ,WO r 0030a„ r= = 

s^e.^^ 

Publication doss not inolude the eompound ol the present Invention. 

Disclosure of the Invention 

[0029] Basedonthefindingsf^ 

an an!i-HCV activity is effective for the proph y ^^SXJmS^^ prophylactic and therapeutic agent 
having an inhibitory activity on RNA-dependent RN IA polymeras e °™ c«n d , p c 
effective against hepatitis C and a prophylactic and ^^S^ S an anti-HCV activity, particular* 



IpSSSS polymerase Inhibitory - -fl-*!" ^ " W "™ >n ' 
10032] Thus. th. present invention provides the following (1) to (43). 

pharmaceutioally aooeptable salt thereof as an aeove ingredient. 



55 
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wherein 

a broken line is a single bond or a double bond, 

Q1 is C(-R 1 ) or a nitrogen atom, 

q2 is C(-R 2 ) or a nitrogen atom, 

G 3 js C(-R 3 ) or a nitrogen atom, 

r4 is C(-R 4 ) or a nitrogen atom, 

G^, G 6 , G B and G 9 ^^^^TS^^^^. 
wherein R 1 , R 2 , R 3 and R 4 are each independently, 



(1) hydrogen atom 

(2) C^e alkanoyl, 

(3) carboxyl, 

(4) cyano, 



(4) cyano, 

by 1 to 5 substituent(s) selected from the following group B, 
group B; halogen atom, cyano, nitro, alkyl, 

(8 ) -CONRf R* „_ Hflntlu huriroaen ato m. G« alkoxy or optionally substituted C 



-(CH 2 ) r - 
an integer of 1 to 6, 
alkyl 



wherein R b1 and R b2 are each independently hydrogen atom o. ^y. » 

Ra3 are each independently hydrogen atom, C, 6 alkoxy or optionally substituted Cl . 6 al 
(as defined above), 
(9) -C(=NR a4 )NH 2 

wherein R a4 is hydrogen atom or hydroxyl group, 

whereTS is hydrogen atom, Cl . 6 alkanoyl or C n . 6 alkylsulfonyl, 

w^R* is hydrogen atom or optionally substituted Cl . 6 alky.(as defined above), 

wherem^is hydroxyl group, amino, C M alkyl or C,« alkylamino 

Srein = R- ^rogen atom, optionally substituted C, 6 alky, (as defined above) or C, u ary. C, 6 a. 

Anally substituted by 1 to 5 substituent(s) selected from the above group B, and 
R7 and R8 are each hydrogen atom or optionally substituted alkyl(as defined above), 
ring Cy is 
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(1 ) c, 8 cycloalky. optionally substituted by 1 to 5 sub stituent(s)se.ected from the following group C group C 
(3) 



(<M>)v (<5_ui>)v (<^>>> v 
0 0 



M 
0 

wherein u and v are each independently an integer of 1 to 3, 
ring A is 

(1) C^naryl. 

(2) C 3 . 8 cycloalkyl, 

atom, 

R 5 and R 6 are each independently 

(1) hydrogen atom, 

(2) halogen atom, 

(3) optionally substituted C w alkyl (as defined above) or 
wne^nRaa is nydrog en atom, Cl . 6 alkyl or C 6 . 14 aryl C M alkyl, and 



(1) hydrogen atom, 

(2) halogen atom, 

(3) cyano, 

(4) nitro, 

(5) amino, alkanoylamino, 

(6) C, s alkylsulfonyl, 

(9) -COOR a9 

wherein R a9 is hydrogen atom or C,. 6 alkyl, 
and 1 is 0 or an integer of 1 to 6, 

° 1) "wherein R." is hydrogen atom or optiona.ly substituted C, 6 alky, (as defined above) 



(12) 

X -(Z)w 
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wherein 
ring B is 

(nCfruaryl, 

(2') C3_ 8 cycloalkyl or 

(3') heterocyclic group (as defined above), 
each Z is independently 



(3 ') C3.8 cycloalkyl optionally subs ftute b -1 to 5 ^JJJJ^^V f rom the following group D or 

wherein the heterocyc.ic group has 1 to 4 hetero-atom(s) selected from an oxygen atom, a nitrogen 
atom and a sulfur atom, 
group D: 



(a) hydrogen atom, 

(b) halogen atom, 

(c) cyano, 

(e) optionally substituted alkyl (as defined above), 
ffl -(CHo),-COR a18 , . . . „ 

(hereinafter each t means independently 0 or an integer of 1 to 6), 
wherein R a18 is 

and a sulfur atom, 

t^XZ^en atom, optionally substituted C, 6 alkyl (as defined above) or aryl C n . 6 alky. 

tonally substituted by 1 to 5 substituent(s) selected from the above group B, 

(h) -(CHaVCONR^R 028 

wherein R a27 and R a28 are each independently, 

(1") hydrogen atom, 
B, 

(i)-(CH 2 ) t -C(=NR a33 )NH 2 

wherein R a33 is hydrogen atom or C,_ 6 alkyl, 

(j) -(CH 2 ) t -OR a20 

wherein R a20 is 

(1") hydrogen atom, 
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(2") optionally substituted C,^ alkyl (as defined above), 

(3") optionally substituted C 2 . 6 alkenyl (as defined above), a 
4" C~ . alkynyl optionally substituted by 1 to 3 substituent(s) selected from the above group A, 
5" C^ 4 aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B 
6" du "J C,« alkyl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
7" Acyclic group o P La..y substituted by 1 to 5 substituent(s) selected from *^*B 
8- heterocycle C, 6 alkyl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
9" C fl cycloalky optionally substituted by 1 to 5 substituent(s) selected from the above group B, or 
S?0")C^oS,c^ alkyl optionallysubstitutedbyltoSsubsWuenU^selectedfromtheabovegroup 

B, 

wneS r£us C^'Smino or heterocyclic group optionally substrtuted by 1 to 5 S ubstituent(s) selected 
from the above group B, and p is 0 or an integer of 1 to 6, 
(1) -(CH 2 )rNR a22 R a23 

wherein R a22 and R a23 are each independently 
(1") hydrogen atom, 

(2") optionally substituted C,. 6 alkyl (as defined above), 

3" aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

4» C 6 4 Z Ci 6 a. ^optionally substituted by 1 to 5 subst rt uent(s) selected from the above group B or 

St! heierocycle C1 . 6 alkyl optionally substituted by 1 to 5 substituent(s) selected from the above group B. 

llreTn^ Is^rogen atom, alky, or alkanoyl, R^ is optionally substituted C» alkyl (as defined 
Toll CsJary^ 

group optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

ItSn R^ is S hydro^n atom, optionally substituted C„ alky, (as defined above), C 6 , 4 ^^£»>£ 
Luted by 1 to 5 substituent(s) selected from the above group B or heterocychc group optionally substituted 
by 1 to 5 substituent(s) selected from the above group B, 
(o) -(CH 2 ) t -S(0) q -R«25 

wherein R a25 is as defined above, and q is 0, 1 or 2, 
and 

SnereinR^ isTydragen atom, optionally substituted C n . e alkyl (as defined above) , C 6 u aryl optionally 

by to 5 substituent(s) selected from the above group B, 

w is an integer of 1 to 3, and 
Yis 



(V) a single bond, 
(2') C^e alkylene, 
(3') C 2 . 6 alkenylene, 
(4') -(CH 2 ) m -0-(CH 2 ) n -, 

(hereinafter m and n are each independently 0 or an integer of 1 to 6), 

(5') -CO-, 

(6') -C0 2 -(CH 2 ) n -, 

(7') -CONH-(CH 2 ) n -NH-, 

(8') -NHCOs-, 

(9') -NHCONH-, 

(10') -0-(CH 2 ) n -CO-, 

(11') -0-(CH 2 ) n -0-, 

(12') -S0 2 -, 

(13') -(CH 2 ) m -NR*12-(CH 2 ) n - 
wherein R a12 is 
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(1") hydrogen atom, 

substluted bj 1 to 5 substituent(s) selected from the above group B, 
(6") -COOR b5 (R b5 is as defined above) or 
(7") -S0 2 R bS (R b5 is as defined above), 

(14') -NR a12 CO- (R a12 is as defined above), 

MSftSSS- atom, optionally substituted 0,. alkyl <ae dehned above, " °*« ^ ~* 
opttonally substitirted by 1 to 5 substituent(s) selected from the above group B, 

IS^SSSC-yl » — — by 1 to 5 8 „b.,. U en«s, selected trom «ne above group B, 

(1 7') -0-(CH 2 ) m -CR a15 R a16 -(CH 2 ) n - 

wherein R a15 and R a16 are each independently 

(1") hydrogen atom, 
(2") carboxyl, 
(3") C^e alkyl, 

(4")-OR b6 , , 

wherein R b6 is alkyl or C 6 . n4 aryl alkyl, or 

wherein 'r^ 7 is hydrogen atom. C, 6 alkyl, C,, a.kanoy, or 0.. ary. C, 6 alkyloxycarbonyl, or R- is 

optionally 

(6") 

-<ch 2 );HC*)~~ (2,>w ' 

wherein n" ring B', Z and W are the same as the above-mentioned n, ring B. Z and w, respective* and 
may be the same as or different from the respective counterparts, 

(18>(CH 2 ) n -NR a i2-CHR a ^- (R a i2 and R"« are each as defined above), 
(19')-NR a17 S0 2 - 

„ The therapeuhc e 9 e„, o, ,1, above, wherein ,1.4.1 the 3- « « ». * G° and <* Is (are, e 

Se n thl°apeut,o agent ot (2) above. wherein G 2 is C( ; R 2 ) and G* Is a carbon atom. 
4 ™ Seutlo agent o. (2) or (3, above, wherein Q> a 
!=! The therapeutic agent ot (1) above, wherein, in tormula [I), the moiety 



is a fused ring selected from 
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U \ , r« N and « 



(7) The therapeutic agent of (6) above, which comprises a 



fused ring compound of the following formula [1-1] 




CM] 



wherein each symbol is as defined in (1), 




[I-2] 



wherein each symbol is as defined in (1), 



wherein each symbol is as defined in (1), 
or a pharmaceutical^ acceptable 
(1 0) The therapeutic agent of (6) 



lerein eacn symuui 1= 00 . 
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[I-4] 



wherein each symbol is as defined in (1), 

or a pharmaceutical^ acceptable salt thereof as an active ingredient. 

(11) The therapeutic agent of any of (1) to (10) above, wherein at least one of R 1 , R 2 , R 3 and R* is carboxyl, 
-COOR a1 , -CONR^R 03 or -SO z R a7 wherein R a1 , R 82 , R* 3 and R a7 are as defined in (1). 

(12) The therapeutic agent of any of (1) to (11) above, wherein the ring Cy is cyclopentyl, cyclohexyl, cycloheptyl 
or tetrahydrothiopyranyl. 

(13) The therapeutic agent of any of (1) to (12) above, wherein the ring A is Ce. u aryl. 

(14) A fused ring compound of the following formula [II] 




wherein 
the moiety 




is a fused ring selected from 




wherein R 1 , R 2 , R 3 and R 4 are each independently, 
(1) hydrogen atom, 
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(2) C^e alkanoyl, 

(3) carboxyl, 

(4) cyano, 

(5) nitro, 

(6) 6 alkyl optionally substituted by 1 to 3 substituent(s) selected from the following group A, 

group A; halogen atom, hydroxyl group, carboxyl, amino, alkoxy, alkoxycarbonyl and alkylamino, 

(7) -COOR a1 

wherein R a1 is optionally substituted C,. 6 alkyl (as defined above) or C^u aryl C,_ e alkyl optionally substituted 
by 1 to 5 substituent(s) selected from the following group B, 

group B; halogen atom, cyano, nitro, C,^ alkyl, halogenated C,^ alkyl, C,. 6 alkanoyl, 

-(CH 2 ) r -COORb1, -(CH 2 ) r -CONRblRb2, - (C H 2 ) r -NRblRb2, -(CH 2 ) r -NR"l-CORb2, -(CH 2 ) r -NHS0 2 R"l, . (C H 2 ) r - 
OR b1 , -(CH 2 ) r -SR"l, -(CH 2 ) r -S0 2 R"1 anc | -(CH 2 ) r -S0 2 NR b1 R b2 

wherein R b1 and R b2 are each independently hydrogen atom or C,^ alkyl and r is 0 or an integer of 1 to 6, 

(8) -CONR^R 83 

wherein R 82 and R a3 are each independently hydrogen atom, C^g alkoxy or optionally substituted C-,. 6 alkyl 
(as defined above), 

(9) -C(=NR a4 )NH 2 

wherein R a4 is hydrogen atom or hydroxyl group, 

(10) -NHR a5 

wherein R a5 is hydrogen atom, C^e alkanoyl or C^e alkylsulfonyl, 

(11) -OR a6 

wherein R a6 is hydrogen atom or optionally substituted C^. 6 alkyl (as defined above), 

(12) -SO s R a7 

wherein R a7 is hydroxyl group, amino, alkyl or C^e alkylamino 
or 

(13) -P(=0) (OR 33 ^ 

wherein R 331 is hydrogen atom, optionally substituted alkyl (as defined above) or C^u aryl C^s alkyl 
optionally substituted by 1 to 5 substituent(s) selected from the above group B, and 
R 7 is hydrogen atom or optionally substituted 
C^e alkyl (as defined above), 

ring Cy' is 

(1 ) C 3 . 8 cycloalkyl optionally substituted by 1 to 5 substituent(s) selected from the following group C, group 

C; hydroxyl group, halogen atom, C^e alkyl and C^e alkoxy, or 

(2) 




wherein u and v are each independently an integer of 1 to 3, 

ring A' is a group selected from a group consisting of phenyl, pyridyl, pyrazinyl, pyrlmidinyl, pyridazinyl, cy- 
clohexyl, cyclohexenyl, furyl and thienyl, 
R 5 ' and R 6 ' are each independently 

(1) hydrogen atom, 

(2) halogen atom, 

(3) optionally substituted C|. 6 alkyl (as defined above) or 

(4) hydroxyl group 

ring B is 

(1)C 6 . 14 aryl, 
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(2) C 3 ^ cycloalkyl or 

(3) heterocyclic group having 1 to 4 heteroatom(s) selected from an oxygen atom, a nitrogen atom and a 
sulfur atom, 

each Z is independently 

(1) a group selected from the following group D, 

(2) C 6 14 aryl optionally substituted by 1 to 5 substituent(s) selected from the following group D, 

(3) C 3 . 8 cycloalkyl optionally substituted by 1 to 5 substituent(s) selected from the following group D, 

(4) Ce.,4 aryl 6 alkyl optionally substituted by 1 to 5 substituent(s) selected from the following group D or 

(5) heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the following group D 
wherein the heterocyclic group has 1 to 4 heteroatom(s) selected from an oxygen atom, a nitrogen atom 
and a sulfur atom, group D: 

(a) hydrogen atom, 

(b) halogen atom, 

(c) cyano, 

(d) nitro, 

(e) optionally substituted C^s alkyl (as defined above), 

(f) -(CH 2 ) t -COR a18 , 

(hereinafter each t means independently 0 or an integer of 1 to 6), 
wherein R a18 is 

(V) optionally substituted C,^ alkyl (as defined above), 

(2 1 ) c 6 u aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B or 
(3') heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the above 
group B 

wherein the heterocyclic group has 1 to 4 heteroatom(s) selected from an oxygen atom, a nitrogen 
atom and a sulfur atom, 

(9) -(CH 2 ) t -COOR a19 

wherein R a19 is hydrogen atom, optionally substituted C^e alkyl (as defined above) orC^ aryl C^e 
alkyl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

(h) -(CHaVCONR^R 328 

wherein R a27 and R* 28 are each independently, 

(1") hydrogen atom, 

(2") optionally substituted C^s alkyl (as defined above), 

(3") C 6 u aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(4") C 6 .14 aryl C,. 6 alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 
group B, 

(5") heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the above 
group B, 

(6") heterocycle C v6 alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 
group B, 

wherein the heterocycle alkyl is alkyl substituted by heterocyclic group optionally sub- 
stituted by 1 to 5 substituent(s) selected from the above group B, as defined above, 
(7") C 3 . 8 cycloalkyl optionally substituted by 1 to 5 substituent(s) selected from the above group 
B, or 

(8") C 3 ^ cycloalkyl C^e alkyl optionally substituted by 1 to 5 substituent(s) selected from the 
above group B, 

(i) -(CH 2 ) t -C(=NR a33 )NH 2 

wherein R a33 is hydrogen atom or C,^ alkyl, 
G) -(CH^-OR* 20 

wherein R 320 is 

(V) hydrogen atom, 
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(2') optionally substituted alkyl (as defined above), 
(3') optionally substituted C 2< alkenyl (as defined above), 

4' cL alkynyl optionally substituted by 1 to 3 substituent(s) selected from the above group A, 
5' C«! A aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(6') ctu aryl alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

(^"heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the above 

fsThete'rocycle C^ alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

(SO Cm cycloalkyl optionally substituted by 1 to 5 substituent(s) selected from the above group 

00°) r c 3 . 8 cycloalkyl C M alkyl optionally substituted by 1 to 5 substituent(s) selected from the 
above group B, 

S^Sn^'lScliStaSno or heterocyclic group optionally substituted by 1 to 5 substituent(s) 
selected from the above group B, and p is 0 or an integer of 1 to 6, 
(I) -(CH^-NR^R* 23 

wherein R a22 and R 323 are each independently 
(1 ') hydrogen atom, 

(2') optionally substituted C, . 6 alkyl (as defined above) , 

3') C R 1A aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(4') Ce-u aryl C,* alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

fsTrteterocycle C,. e alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 
group B, 

wherein S- is hydrogen atom, Cl . 6 alkyl or C, 6 alkanoyl, R 324 is 

(as defined above), C 6 . 14 aryl optionally substituted by 1 to 5 subst.tuent(s) selected from he above 
group B or heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the above 
group B, 

wheSR^fs 0 hydrogen atom, optionally substituted alkyl (as defined above) , Cg. u aryl op- 
tionally substituted by 1 to 5 substituent(s) selected from the above group B or heterocyclic group 
optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(o)-(CH 2 ) t -S(0) q -R"25 

wherein R a25 is as defined above, and q is 0, 1 or 2, 
and 

(p) -(CHoVSOo-NHR 326 „ , 

wherein R a2S is hydrogen atom, optionally substituted C,. 6 alkyl (as defined above), C^u aryl option- 
ally substituted by 1 to 5 substituent(s) selected from the above group B or heterocyclic group option- 
ally substituted by 1 to 5 substituent(s) selected from the above group B, 

is an integer of 1 to 3, and 
is 

(1) a single bond, 

(2) C^alkylene, 

(3) C 2 ^ alkenylene, 

(4) -(CH 2 ) m -0-(CH 2 ) n -, 

(hereinafter m and n are each independently 0 or an integer of 1 to 6), 

(5) -CO-, 

(6) -C0 2 -(CH 2 ) n -, 

(7) -CONH-(CH 2 ) n -NH-, 

(8) -NHCO z -, 
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(9) -NHCONH-, 

(10) -0-(CH 2 ) n -CO-, 

(11) -0-(CH 2 ) n -0-, 

(12) -S0 2 -, 

(13) -(CH 2 ) m -NR a12 -(CH 2 ) n - 
wherein R a12 is 

(V) hydrogen atom, 

(2') optionally substituted C^e alkyl (as defined above), t , ahnuonmmR 

3' C. < A aryl C, a alkyl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(4") C 6 14 aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

where^R^ 

substituted by 1 to 5 substituent(s) selected from the above group B or C* u aryl C,. 6 alkyl optionally 
substituted by 1 to 5 substituent(s) selected from the above group B, 
(6') -COOR b5 (R b5 is as defined above) or 
(7') -S0 2 R b5 (R b5 is as defined above), 

(14) -NR a12 CO- (R a12 is as defined above), 

whlre^R^ is hydrogen atom, optionally substituted C,. 6 alkyl (as defined above) or C 6 . 14 aryl C n _ 6 alkyl 
optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

where^R^^clu" aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

(17) -0-(CH 2 ) m -CR a15 R a16 -(CH 2 ) n - 

wherein R a15 and R a16 are each independently 

(1 ") hydrogen atom, 
(2') carboxyl, 
(3') C A . 6 alkyl, 
(4') -OR b6 

wherein R be is alkyl or C 6 . 14 aryl alkyl, or 

wnere^ is hydrogen atom, Cl . 6 alkyl, Cl . 6 alkanoyl or C 6 . u aryl alkyloxycarbonyl, or R a ^ 

is optionally 

(6 1 ) 

— CCH 2 )^—(^-(Z')w' 

wherein n', ring B\ Z' and W are the same as the above-mentioned n, ring B, Z and w, respectively, 
and may be the same as or different from the respective counterparts, 

(18) -(CH 2 ) n -NR a12 -CHR a15 - (R a12 and R a15 are each as defined above), 

(19) -NR a17 S0 2 - 

wherein R a17 is hydrogen atom or C^g alkyl or 

(20) -S(0) e -(CH 2 ) m -CR a15 R a16 -(CR 2 ) n - (e is 0, 1 or 2, R a ^ and R»« are each as def.ned above), 
or a pharmaceutical^ acceptable salt thereof . 

(15) The fused ring compound of (14) above, which is represented by the following formula [11-1] 
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wherein each symbol is as defined in (14), 
or a pharmaceutically acceptable salt thereof. 

(16) The fused ring compound of (14) above, which is represented by the following formula [II-2J 




wherein each symbol is as defined in (14), 
or a pharmaceutically acceptable salt thereof . 

(1 7) The fused ring compound of (1 4) above, which is represented by the following formula [II-3] 




wherein each symbol is as defined in (14), 
or a pharmaceutically acceptable salt thereof. 

(1 8) The fused ring compound of (1 4) above, which is represented by the following formula [II-4] 
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wherein each symbol is as defined in (14), 

or a pharmaceutical^ acceptable salt thereof . . mrfBl R2 R 3 an d R* is carboxvl 

|Z, (used nng compound of (1 9) above, wherein at leaat one ol R< Rft H» and R* . carboxy. o, -COOR 
v.,hIr D in Rai ic oo defined in (14) or a pharmaceutical^ acceptable salt thereof. 

%!Z J * gtmPdund o, (20) above, wherein R* k carbocy, and R 3 and * are hydrogen atoms, or 
KSSSS^ » PI) *ove, wherein the ring o, is cyciopentyi, cyc,ohe„y,, cy- 

SH- S'ed Compound o< ,25, above, wherein the hng A' is phenyl, or a pharmaceutic* acceptabie eel. 

ChI (wherein each symbol is as defined in ,14),, or s ^ae^a, hy ao»p^e sa« b e^T 

(29, The lused ring compound ot ,28, above, wherein the Y is -(CH 2 ) m -0-(CH 2 >„- wherein each symooi 

EaSSs5»^rSrMKss=3= 

(sTlhe futd'ringcompound of the formula [.] or a pharmaceutical* acceptable salt thereof, which is selected 
from the group consisting of 

ethyl H4-(3-bromophenoxy) P henyl]-1*yclohexylbenzimidazo^^ 

2-[4 (3-bromophenoxy)phenyl]-1 -cyclohexylbenzimidazole-5-carboxyhc acid (Example 2), 

ethyl i-cyclohexyl-2-(4-hydroxyphenyl)benzimidazole-5-carboxylate (Example 3) 

e hy 2-U-£bro^ ( ST^T L m 

S 2 ^ (Ichlo^ (EXam ' 

2-M2-(4-chlorophenyl)-5^hlorobenzyloxy]phenyl}-1-oyclohexylbenzimidazole-5-ca* acid (Example 
ethyl 2-[4-(2- bro mo-5^^ 

elhy, 2 {4 [2-(4^ {EX " 

^^chlorophenyO-S-methoxybenzyloxylphenyO-l-cydohex^ acid (Exam- 

ethyM-cyclohexyl-2^^^ 

1-cyclohexyl-2-{4-[(E)-2-phenylvinyl]phenyl}benzimidazole-5-carboxylic acid (Example 11), 
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2-(4-benzyloxyphenyl)-1-cyclopentylbenzimidazole-5-carboxylic acid (Example 12), 
2-(4-benzyloxyphenyl)-1 -cyclopentylbenzimidazole-5-carboxamide (Example 1 3), 
2-(4-benzyloxyphenyl)-5-cyano-1-cyclopentylbenzimidazole (Example 14), 
2-(4-benzyloxyphenyl)-1-cyclopentylbenzimidazole-5-carboxamideoxime (Example 15) 

ethyl T^cl^ 

l^cydo^l'-^^V (4-fluorophenyl)-2-methyl-5-thiazolyl}-methoxy]phenyl}benzimidazole-5-carboxylicac- 

ethyM a Sohe°xVl-2-(2-fluoro^-hydroxypheny1)be , c „ Qr ™, 0 
ethyl 2-{I[bis ( 3 fluoro P henyl)methoxy]-2-fluoro P henyl}-1-cyclohexylbenzimidazole-5-carboxylate (Example 

2 9 {4-[bis(3-fluorophenyl)methoxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole-5<arboxyN^ acid (Example 
20) 

ethyl 1-cyclopentyl-2- (4-nitrophenyl)benzimidazole-5-carboxylate (Example 21), 
ethyl 2-(4-aminophenyl)-1 -cyclopentylbenzimidazole-5-carboxylate (Example 22), 
ethyl 2-(4-benzoylaminophenyl)-1 -cyclopentylbenzimidazole-5<:arboxylate (Example 23), 
2-(4-benzoylaminophenyl)-1 -cyclopentylbenzimidazole-5-carboxylic acid (Example 24) 
ethyl 2-{4-[3-(3<hlorophenyl)phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylaM 
2-{4-[3-(3-chloro P henyl) P henoxy]phenyl}-1 -cyclohexylbenzimidazole-Scarboxylic acid (Examp le 26), 
ethyl 2-[4-(3-acetoxyphenyloxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylate (Example 27) 
ethyl i- cy clohexyl-2-[4-(3-hydroxyphenyloxy)phenyl]benzimidazole-5-carboxylate (Example 28), 
efhy M-c^lche^^ 

1- cyclohexyl-2K4-[3-(4- P yridylmethoxy)phenyloxy] P henyl)-benzimidazole-5-carboxyl, C ac.d (Example 30), 

2- (4-benzyloxyphenyl)-1 -cyclopentylbenzimidazole (Example 31 ), 

ethyl 2-(4-benzyloxyphenyl)-1 -cyclopentylbenzimidazole-5- carboxylate (Example 32), 
2-(4-benzyloxyphenyl)-1 .cyclopentyl-N,N-dimethylbenzimidazole-5-carboxam,de (Examp e 33) 
^-benzyloxyphenylH-cy^ 

2-(4-benzyloxyphenyl)-1 -cyclopentyl-5-(1 -hydroxy-1 -methylethyl)benzimidazole (Example 35), 
5-acetyl-2-(4-benzyloxy P henyl)-1-cyclopentylbenzimidazole (Example 36), ^u, n 
L a 4benzyloxy P henyl)1-cyclopentyl-N-(2-dimethylaminoeth^ d.hydrcchlo- 
ride (Example 37), 

2-(4-benzyloxyphenyl)-1 -cyclopentyl-5-nitrobenzimidazole (Example 38), 
5-amino-2-(4-benzyloxyphenyl)-1 -cyclopentylbenzimidazole hydrochloride (Example 39), 
5-acetylamino-2-(4-benzyloxyphenyl)-1 cyclopentylbenzimidazole (Example 40), 
2-(4-benzyloxyphenyl)-1 -cyclopentyl-5-methanesulfonyl-aminobenzimidazole (Example 41 ), 
5-sulfamoyl-2-(4-benzyloxyphenyl)-1-cyclopentylbenzimidazole (Example 42), 
2-r4-(4-tert-butylbenzyloxy)phenylM-cyclopentylbenzimidazole-5-carboxylic acid (Example ^43), 
2-[4-(4-carboxybenzyloxy)phenyl]-1 -cyclopentylbenzimidazole-5-carboxylic acd (Example 44), 
2-[4-(4-chlorobenzyloxy)phenyl]-1 -cyclopentylbenzimidazole-5-camoxylic acid ( Exam P^ m 
2- 4- (2-chloro-5-thienyl)methoxy]phenyl}-1 -cyclopentylbenzimidazole-5-carboxyhc acid Example 46) 
1-cyclopentyl-2-[4- (4-trifluorometh y ibenzyloxy)phenyl]-benzimidazole-5-carboxylic acd (Example 47), 
1 -cyclopentyl-2-[4-(4-methoxybenzyloxy) P henyl]benzimidazole-5-carboxylic acid ' (^P' 6 ^'^ . e , g . 
1 .cyclopentyl-2-[4-(4.pyridylmethoxy)phenyl]benzimidazole-5-carboxyl.c acd hydrochlonde Example 49), 
1-cyclopentyl-2-[4-(4-methylbenzyloxy)phenyl]benzimidazole-5-carboxylic acid (Example 50), 
1-cyclopentyl-2V[(3,5-dimethyl-4-isoxazolyl)methoxy]phenyl}-benzimidazole-5-carboxy acd (Example 

1- cyclopentyl-2-(4-hydroxyphenyl)benzimidazole-5-carboxylic acid (Example 52), 
r2-(4-benzyloxyphenyl)-1-cyclopentylbenzimidazol-5-yl]-carbonylaminoacetic acd (Example 53), 

2- [4-(2-chlorobenzyloxy) P henyl]-1-cyclopentylbenzimidazole-5-carboxylic acid (Example 54) 
2-[4-(3-chlorobenzyloxy)phenyl]-1-cyclopentylbenzimidazole-5-carboxylic acid (Example 55), 
2-(4-benzyloxyphenyl)-3-cyclopentylbenzimidazole-5-carboxylic acid (Example 56) 
2-[4-(benzenesutfonylamino)phenyl]-1-cyclopentylbenzimidazole-5-carboxylic ac,d (Example 57) 

1 - c V clo P entyl-2-[4-(3,5-dichlorophenylcarbonylamino)phenyl]-benzim.dazole-5-carboxylic acid (Example 58), 

2- {4-[(4-chloro P henyl)carbonylamino]phenyl}-1 -cyclopentylbenzimidazole-5-carboxylic acid (Example 59) 

2- 4- 4-tert-butylphenyl)carbonylamino]phenyl)-1 -cyclopentylbenzimidazole-5-carboxylic acd (Example 60), 
2-{4-[(4-benzyloxyphenyl)carbonylamino]phenyl}-1-cyclopentylbenzimidazole-5-carboxylic acd (Example 

t 6 r 1 ans-4-[2-(4-benzyloxyphenyl)-5-carboxybenzimidazol-1 -yl]cyclohexan-1 -ol (Example 62), 
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trans-1 -[2-(4-benzyloxyphenyl)-5-carboxybenzimidazol-1 -y|]-4-methoxycyclohexane (Example 63), 
2-(4-benzyloxyphenyl)-5-carboxymethyl-1-cyclopentylbenzimidazole (Example 64) 
2-[1 -benzyloxycarbonyl-4-piperidyl]-1 -cyclopentylbenzimidazole-5-caraoxylic acid (E^P'e 65) 
2- (4-cyclohexylphenyl)carbonylamino]-1 -cyclopentylbenzimidazole-5-carboxyHc acid (Example 66), 
1-cyclopentyl-2-[4- (3,5-dichlorobenzyloxy)phenyl]benzimidazole-5-carboxylic acid (Exampe 67), 
1-cyclopentyl-2-[4- ( 3,4-dichlorobenzyloxy)phenyl]benzimidazole-5-carboxylic acid (Example 68) 
1-cyclopentyl-2-[4-(phenylcarbamoylamino)phenyl]benzimidazole-5-carboxylic acid (Example 69), 

1- cyclopentyl-2-[4-(diphenylmethoxy)phenyl]benzimidazole-5-carboxylic acid (Example 70), 
1 -cvclopentyl-2-(4-phenethyloxyphenyl)benzimidazole-5-carboxylic acid (Example 71 ), 

trans-1 -[2-(4-benzyloxyphenyl)-5-carboxybenzimidazol-1 -yl]-4-tert-butylcyclohexane (Example 72), 

2- (4-benzyloxyphenyl)-5-carboxymethoxy-1 -cyclopentylbenzimidazole (Example 73), 
2-(4-benzylaminophenyl)-1-cyclopentylbenzimidazole-5-carboxylic acid (Example 74), mnle 
2-[4-(N-benzenesulfonyl-N-methylamino)phenyl]-1-cyclopentylbenzimidazole-5-carboxyl.c acid (Example 

2 5 [4-(N-benzyl-N-methylamino)phenyl]-1-cyclopentylbenzimidazole-5-carboxylic acid (Example 76), 

1- cyclohexyl-2-(4-phenethylphenyl)benzimidazole-5-carboxylic acid (Example 77), 

2- (1-benzyl-4-piperidyl)-1-cyclopentylbenzimidazole-5-carboxylic acid (Example 78), 
2-(1 -benzoyl-4-piperidyl)-1 -cyclopentylbenzimidazole-5-carboxylic acid (Example 79), 

1 -cyclopentyl-2-[1 -(p-toluenesulfonyl)-4-piperidyl]benzimidazole-5-carboxylic acid (Example 80), 
1-cyclohexyl-2-[4-(3,5-dichlorobenzyloxy)phenyl]benzimidazole-5-carboxylic acid (Example 81), 
1-cyclohexyl-2-[4- (diphenylmethoxy)phenyl]benzimidazole-5-carboxylic acid (Example 82) 

1- cyclohexyl-2- [4- (3,5-di-tert-butylbenzyloxy)phenyl]-benzimidazole-5-carboxylic acid (Example 83), 

2- (4-benzyloxyphenyl)-1 -(4-methylcyclohexyl)benzimidazole-5-carboxylic acid (Example 84) 
1-cyclohexyl-2-{4-[2-(2-naphthyl)ethoxy]phenyl}benzimidazole-5<:arboxylic acid (Example 85), 

1- cyclohexyl-2-[4-(1-naphthyl)methoxyphenyl]benzimidazole-5-carboxylic acid (Example 86), 
1 . CV clohexyl-2-[4-(dibenzylamino)phenyl]benzimidazole-5-carboxylic acid (Example 87) 

2- [4-(2-biphenylylmethoxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylic acid (Example 88), 
2-(4-benzyloxyphenyl)-1 -cyclohexylbenzimidazole-5-carboxylic acid (Example 89), 

1- cyclohexyl-2-[4- (dibenzylmethoxy)phenyl]benzimidazole-5-carboxylic acid (Example 90), 

2- (4-benzoylmethoxyphenyl)-1 -cyclohexylbenzimidazole-5-carboxylic acid (Example 91 ) 

2- 4-benzyl-1- P iperazinyl)-1-cyclohexylbenzimidazole-5-carboxylicacid dihydrochlonde (Example 92), 
1 .cyclohexyl-2-[4-(3,3-diphenylpropyloxy)phenyl]benzimidazole-5-carboxylic acid (Example 93) 
2-[4-(3-chloro-6-phenylbenzyloxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylic acid (Example 94), 
2-(4-benzyloxypiperidino)-1 -cyclohexylbenzimidazole-5-carboxylic acid (Example 95), 
1-cyclohexyl-2-{4-[2-(phenoxy)ethoxy]phenyl}benzimidazole-5^arboxylicacid (Examp e 96), 
1-cyclohexyl-2-[4-(3-phenylpropyloxy)phenyl]benzimidazole-5-carboxylic acid (Example 97), 

1- cyclohexyl-2-[4-(5-phenylpentyloxy)phenyl]benzimidazole-5-carboxylic acid (Example 98), 

2- (3-benzyloxy-5-isoxazolyl)-1-cyclohexylbenzimidazole-5-carboxylic acid (Example 99), 
2-(2-benzyloxy-5-pyridyl)-1 -cyclohexylbenzimidazole-5-carboxylic acid (Example 1 00), 
^he^l£{4-[^ 

2-(4-benzyloxyphenyl)-1 -(4,4-dimethylcyclohexyl)benzimidazole-5-carboxylic acid (Example 102), 

1- cyclohexyl-2-{4-[2-(1-naphthyl)ethoxy]phenyl}benzimidazole-5-carboxylic acid (Example 103), 

2- [4-(2-benzyloxyphenoxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylic acid (Examp e 04 , 
2-[4-(3-benzyloxyphenoxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylic acid (Example 105), 
1-cyclohexyl-2-[4-(2-hydroxyphenoxy)phenyl]benzimidazole-5-carboxylic acid (Example 106 , 
1-cyclohexyl-2-[4-(3-hydroxyphenoxy)phenyl]benzimidazole-5-carboxylic acid (Example 107) 
1-cyclohexyl-2-[4-(2-methoxyphenoxy)phenyl]benzimidazole-5-carboxylic acid (Examp e 108), 
1-cyclohexyl-2-[4-(3-methoxyphenoxy)phenyl]benzimidazole-5-carboxylic acid (Example 109), 
1-cyclohexyl-2-[4-(2-propoxyphenoxy)phenyl]benzimidazole-5-carboxylic acid (Example 110). 
1-cyclohexyl-2-[4-(3-propoxyphenoxy)phenyl]benzimidazole-5-camoxylic acid (Example 111), 
1-cyclohexyl-244-[2-(3-methyl-2-butenyloxy)phenoxy]phenyl}-benzim l dazole-5-carboxylic acd (Example 

r-ciclohexyl-2-{4-[3-(3-methyl-2-butenyloxy)phenoxy]phenyl}-benzimidazole-5-carboxylic acid (Example 

1-ciclohexyl-2-[4-(2-isopentyloxyphenoxy)phenyl]benzimidazole-5-carboxylic acid (Example 114), 
1-cyclohexyl-2-[4-(3-isopentyloxyphenoxy)phenyl]benzimidazole-5-carboxylic acid (Example 115) 
l4clohexyl-244-[2-(10,11-dihydro-5H-dibenzo[b,f]azepin-5-yl)ethoxy]phenyl}benzimidazole-5-carboxylic 

acid (Example 116), 
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1-cyclohexyl-2^4-[2^ "* (EXamP ' e 

2 Zb^ ad<J H^amole 123> 

lctdoS^4-(2 P henethyloxyphenoxy)phenyl]benzimidazole-5-carboxy c acd Examp e 23, 

.Tcohe^l-2V(2|-di P hen y lethoxy) P henyl]benzimidazole-5-carbox^ 
2Zbenz y Tox y ph e nyl)-1-(3-c y clohexen y i)benzimid a zole-5-camoxyl.cac,d(E 

2 4 m3-ch.oro-6-(4-methoxyphenyl)benzyloxy]phenyl}-1-cyclohexylben (^am- 

2^4%^ (EXSm " 
^4-^ acid < Examp,e 

2 S3-chloro-6-(3,5-dich,orophenyl)benzyloxy]phen y l}-1-o y clohex y lben 

add (EXamP ' e 

2 5 { 4- [3-ch.oro-6- (2-trifluoromethylpheny,) benzyloxy]phen y i}-1-cyclohexy.benzimidazole-5-carboxylic acid 

l^^^^^m-^^^ 1 ^^^ 0 ^ ao,d (&ampte 159)1 
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1^clohexyl-2H4-[^ add h y droch,oride 

vcX^ acid h y drochloride 

1 1 6 cy ) cloh e xyl-2^-[3-(4-m e thyl-3-pentenyloxy)phenoxy]phenyl}-benzimidazo acid (Example 

J 6 c 3 y ) clohex y l-2H4-[3-(3-methyl-3-butenyloxy)phenoxy]phenyl}-benzimidazole-5 acid (Example 

2 6 M{(2S)-1-benzyl-2- P yrrolidinyl}metho)cy]phenyl}-1-cyclohex y i-benzimidazole^ 

2^^ 

2-{4{3-chloro-6-(3-chlorophenyl)benz y lox y lphen y l}-1-c y clohexylbenz,midazole-5-carboxyl,c acd (Example 
2V[3-chloro-6-(4-fluoro P hen y i)b e nz y lox y iphenyl}-1-cyclohexylbenz l m.dazole-5-carbcxyl.c acd (Example 

^[iVbenzyloxyphe^ 
Lt(2-brom°^ 

2^2^^^ 
"'^l-acet^ 

?-cy 1 c 7 bhexyl-244-[3-(2-pro P ynylox y )phenox y ]phen y l}benzimidazole^ 
-cyc^ 

2-(4-benz y lox y - 2 -methox y phenyl)-1-c y clohexylbenzimidazole-5- C arbox y l l c acd (Example 1 179) 
2V(c a rboxydiphenylmethoxy)phenyl]-1-^ 

sV^-chWcphenyO-S-nitrobenzylo^ acd (Example 

2 8 {4-i3-acetyl a mino-6-(4-chlorophenyl)benz y loxy] P henyl}-1-cyclohexylbenzimidazole-5-c^ (Ex- 

2^4^ 

2 8 { ^ U 2S)-1-benzy^ ac- 

T^oll^k*- [3- ( 2-p y ridylmethoxy)phenoxy]phenyl}-benzimidazole-5-carboxylic acid (Example ,187) 

2 .^(S 3C,d (EXamPlS 
^'Vcarboxy-e^^ 

2 8 { 4\3-carbamoyl-6-(4^hloro P henyl)benzyloxy]phenyl}-1-cyclohexylbenzimidazoi e -5 

?' e c yl 0 Lxyl-24442-(dimethylcarbamoylmethoxy )P henoxy]- P h e nyl)benzimida (Exam- 

fcyclohexyl-2^ acid (Exam- 

z'V^-l-benzenesu^^ acid 



(Example 193), 
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2-{M{(2S)-1-benzoyl-2-pyrrolidi^ (Example 

? , -UloLxyl-244-[3-(dimothylcarbamoylmethoxy)pheno^ ( Exam " 
? l 4cloi e xyl-2^-[3-( P i P eridinocarbonylmethoxy) P h e no^ acid ( Exam " 

fcycSexyl^^^ 
^iioh^ 

2- 4- 3- 4-chlorobenzyloxy)phenoxy]phen y l}^ 
tcyclohexyl-2-{4-[3-(4^ 

l5d2S*|l[{i)-1- (4-nitrophenyl) . 2 -pyrrolidinyl)-methoxy]phenyl}benzimidazole-5-carboxyl,c acid 
fcyThe^Vt^S) -1- P h e nyl-2-pyrrolidinyl}methoxy]-phenyl}benzimidazole-5-camoxyiic acid hydro- 

2-^5.(4^^ 

1-cyclohe X yl-244-[2-(4-chlorophen y l)-3-nitrobenzyloxy]phenyl}-benz,m,dazole-5-cart J oxylic acd (Example 

fcyclohexyl-2-M^^ add (EXamP ' e 

fcyclohexyl^-MS-^trifl^ 

I'cyclohexyl^W (EX " 
^Wert-butylb^ 

iV[3-(2-chlo ra benzyioxy)phenoxy]phenytt-1-cyciohexyibenzimid^ 

1- cyclohexyl-2-{4-[3-^ 

2- {4-[3- (4-chlorophenyl) phenoxylphenyiM-cyclohexylbenzim.dazole-S-carboxylic ^acid ( Ex ^215) 

1 -cyciohexyl-244-[3-(4-methoxyphenyl)phenoxy]phenyl}-benzimida Z ole-5-camo)cyl I c ac d (Example 21 6), 

2^1^ 

1- cydohexyl-2-{4-[3-{( 2 -methyl-4-thiazolyl)methoxy} P h e noxy]- P henyl}benz,m l dazoi e -5-carboxyl.c acd (Ex- 

^So^ acid 

( 1 E cyThe^V[3-(3,5-dichloro P henyl) 

2^1 Vch^ 
tkV^chlorobenzylo^ 

2- ;l[lcamamoyl-2-(4<hbro P henyl)benzyloxy^ 

2-!4W4-chlorobenzylo>cy)piperidino]phenyl}-1-cyclohexylbenzimi 

2-lt[ti( 2 -ch.oro-4-pyridylimethoxy} P h e noxy]ph acld ( Exam " 

2-{4 2 K(2S)-1-(4-dimethylcarbamoylphenyl) -2-pyrrolidinyl}-m e thoxy] P henyl}-1-cyclohexylbenzimidazole- 

S-HS acid 

(Example 229), 
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SSS^ acid dihydro - 

2^4^ (EXamP ' 6 
l 3 { 4-[2-(3-chlorophenyl)-4-methylamino-1.3 > 5-tnazin-6-yloxy]phenyl}-1^^ 

2^4^^ 

UyctoheWl^ ( p 

^W^lorophenyl^ acid (Example 

methyl 2-{4-[2-(4*hlorophenyl)-5-methoxybenzy^ (Be- 
^^-chlorophenyO-S-methoxybenzyloxylphenyll-l-cycIo *<= id 

m ethy^[4-^ 

mX| 2 ^-tert-butoxycarbonyl-2-(4-chloro P henyl)benzyloxy]- P hen 

"™ 
2^^ 

L^biphenytyloxym^yl)-^ 

2 2- 2-biDhenylyloxymethyl)-5-furyl]-1-cyclohexylbenzimldazole-5-carboxyl.cac l d (Example 253), 

(4- y .uoro P heny,) .2-hydroxymethy.-5-thiazolyl}methoxy]pheny.}benz,m,dazole-5-car- 

CloSe^" ^ 

STStcS^ (Examp,e 

2 5 {^-(4-ch.orophenyl)^^ 8Cid (EX3m " 

2 T[2 e (i^ (Exam " 
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S™ 2 ^^ 

^, 2 %orophe^^ 
^^rcpb^ 

^^pxypb^^^ 

!!S 5 -,4«h,o ra phP^^ «* * 

2 ~bfp^hP^ 
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ll'^w^ a °" 1 lEXamP ' 9 

acid (Example 701). 

m A P harmaoeo,ioa, =ompos»lon comprising . teed ring compound of any o, ,H) .0 ,31) above, or a pharma- 

rsssr-s ~ '=«s» - r - <-) » <*<> — - • 

of the above-mentioned formula [I] or a pharmaceutic^ ^^'^^Xinistering an effective amount of 
^Js^^ 

for the production of a hepatitis C vires polymerase '*«or ring compound of the 

^So^u^^^ 

atitis C virus polymerase. 

chlorine atom or bromine atom. a * n5 r5' r6 r6' arouD A and group C, and fluorine 

[0035] Particularly preferably, the halogen atom is fluorine atom at R 5 , R 5 , R , R , group a ana g P 

atom or chlorine atom at X, Z, Z gr oup B - Jj8»up carbop atomS) and js exempli fied by 

ethylene, trimethylene, tetramethylene, pentamethylene or hexamethylene. 
propenylene, 1-butenylene, 1 ,3-butadienylene and the like. 
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[0043] The C 2 . 6 alkenylene is preferab ly vki ,yler .e at Y preferab|yi , „ 

SBTKS?-^^^ pre,erab * mMBylan *° * R " and particuiany pre,sral " v dlmemy ' amln ° 

K^alnoyta^^^ 

pivaloylamino and the like. Qt v anri Raio 

tylsulfonyl, tertbutylsulfonyl, pentylsulfonyl, hexylsulfonyl and the like. 

Si The C cyctoaikyl is sa.ura.eC cycloeiky, having 3 ,o 8. preferaur, 5 «o 7, carbon atoms. Examples thereo. 
include aryl (e.g., phenyO or completely saturated cycloalkyl. 

[0061, ll cl/cycoameny, ts pre,e,ab,y cydohexen yU, e nng A a d ^ ^ „„ oxyge „ 

^Ur^and^^^^ 

zothienyl, benzoxazolyl, benzothiazolyl and the like. e-membered monocyclic group. Examples 

the like. 
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,0066, Tha 9 roup Is P»n=»l, PV^diny, « W*-* * - <"* 

propyl, 2-phenylpropyl, 4-phenylbutyl and the like. 

S3 :.a^^i«ss= 

substituted alky.. The substituent(s) is(are) selected from the ^^^'SSJ^ C, 6 alkylamino. 
amino, the above-defined C ve alkoxy, the 1^^! isopropyl, butyl, isobutyl, sec-butyl, tert- 

Examples of optional* substituted C„ y S £3 ^-^ 2-hydroxyethyl, 

— ^ meth0Xymethy1 ' eth0XV " 
carLylmethyl,2-ethoxycarbonyl^ carboxy, methyl or 

[0073] Preferably, the optionally substituted C M alkyl is methyl, l nyaro y ^ Ra 

R a24, R a 25i R a3i a nd F*«, methyl or ethyl at and R a19 , methyl, ™™y™*"> , x meth , ethyli isopropyl, 
R*3, methyl or carboxylmethy^^ 

butyl, isobutyl, tert-butyl, isopentyl, neopentyl 1-ethylpropyl or^ 4 -hydroxybutyl at R*«, methyl, 

butyl, isobutyl, trif.uoromethyl, 2 ^2r^ or 2-dimethyl- 

ethyl, isopropyl, butyl, 2-hydroxyethyl, ^roiybiM , Zmxymethy 2-hydroxyethyl, 3-hydroxypro P yl or 

SF5^3SS^^» D ' 

3-tohexenyl or 4-methyl-3-pent e nyl at RP». or 6(anohea oha| „ alKyny| hav ,„ g 2 to 6 

i nvnvl 2-Droovnvl, 3-butynyl and the like. 

r00781 The optionally substituted C 2 . 6 alkynyl is preferably 2-propyny at m . 

that wherein the above- 

0079] TheC 6 , 4 ary,o P tiona,, y su^ 

defined C^aryl is optionally subst.tuted by 1 to 5 substt uent(s ana above-defined 
is(are) selected from the above-defined ^^'TiCH ^^^^H^ -(CH 2 ) r -NR-R^, - 
5 halogenated C, 6 alkyl the above-de^ned C,e alkanoyl, -(CHg COOR '^ Jf apd ^so^R" 



of 1 to 6). 
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Wluorophenyl, 3*hlorophenvl, 4-cHorophenyl, 2,««» 
phenyl.4-te,t.butylpheny1,2-tnf^^ 

nosulfonylphenyl, 3-nieo-4.me.hoxyphenyl 7|^^!SZ?3^ the above-deflneti halogen atom. M 
[0081] The a-yl moiety is preferably phenyl, tt» 9™*™" Is pre erabty the g 

t^cn^^^ 

'T^CTr^^ 
^en^^ 

oxyp'henyl at R 02 *, and phenyl or 4-methylphenyl at R™. 

[0083] It Is partiouledy preferably phenyl at other a*at«uenta group D Is that wherein the above- 

?S se^rornf e above-me, ^^tTSlS^S n«ro, oyano, methyl, ethyl, 

, 2 rrboxy,e.hy,,phen»l,3^rboxylph.nyl,4.o.^^ 

S^amSfony'ipbony, and ^m-4-me^h^^ above . deflned haloge „ 
[008^ At Z and X, the aryl moiety is preferab* phenyl, n I group D here ' 0NH «7 H ^, . (CH 2 ) r 

'atom, nitro, the above-defined optionally substituted C„ a*£ -(^°° R ' (CH2 ' 1 

OR-», -(CHA-NR^CO-R^, .(CH 2 ),.S(0),-R^ or _ |erab , lnclude 
[0088, Examp,e=o ( C„a = 

4.aoety,am,nophenyi, 4.ma« ; »la U lfl '^^l^tJS?^- above-defined optionally eubsbtuted C„ 

[00891 Partioularly preferably, « IS the eb °ve-defined halogen atom, . sprficaiiytluorineatom, 

methylsulfonyl or acetylamino, most preferably ^^^^^m selected from group B is that wherein 
[0 090] The heterocyclic group ^^J^^^^T^^m, and includes unsubstituted 
the above-defined heterocyclic group is op tlona % _ubstttuted ^ ^ 10 ^ ^ nitr0i tne above . 

heterocyclic group. The S ubstrtuent(s) .s(are) STloSSln-d C M a.kanoyl, -(CH 2 ) r -COOR^, - 

defined C M alkyl. the above-de ,ned halogenated above detm „ ^ l^^,^ 

[ool^ 
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ridin-3-,, pyrazin,, pyrim.diny., py.daziny,, ^^^^ 

2-th.eny,, 3-thienyl, fury.. 2 "™^ imidazo.idinyl, pip- 

4-yl, 2,4-dimethylthiazol-5-yl, isothiazolyl, thiadiazolyl, pyrrolinyl, PY™"^ * J 'ioeridino 4-carboxypiperidino, 
erLyl 3-hydro^piperidino, 4-hydroxypiperidino 3,4-dihydro^p,per,d^ 

4-(hydroxymethyl)-pi P eridino, 2-oxopiperidino, 4-oxop.pendmo, 2.2.6.6 tetramethy^p^ N _ me thylsul- 

4Vdrox y 7peridino 1 N-methy. P ipendin^yl,N-(tert-buto^ca^ 

fony,piperidin-4-y.. piparazinyl, ^methylsulfony.p.peraz.nyl morph 

U group. Examp.es thereof ^'^f P^.^X'. ^0^ ' "Lthfazo^., thiadiSoly^pyrro.idiny.. 

[0093] Examples of heterocyclic group optionally s " bs ™ ^ ™ vltolDeridin-4-y 1 -pyrrolidinyl, morpholino, 4-thi- 
ncludepi P eridino,4-hydroxy P iperidinoJ-piperaziny,1-(met^ 

omorpho.iny..t e trahydro P yran y .^ 
erazinyU-pyrrolidinyl, morphol.no or44h.omorphol^ 

£5*$-,—** group 

to 5 substituent(s) selected from group D substituent(s) selected from group D include 

[00971 In addition, the heterocyclic group may be substitute d at he 3 4 a P Qr ^ ^ 

zolyl, imidazolyl, 1 ,2,4-triazolyl, tetrazolyl thienyl, furyl, oxazoly D nere is preferably the 

=55SS3S=sks==: 
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0103] At the ring Cy and ring Cy\ the cycloalkyl ^^^^MmS 4 4-dimethylcyclohexyl, 4-tert- 
preferably cyclohexyl. substituent(s) selected from the above group B is that 

SLJyl, Lmathyloydopanty., a-matnylcyciohaxy, ^'^^ ^'^^Zrocyclohexyl' 
Cobaxyl. 4..ar..bu*loyclohaxyl, ^"^^•^'^^SSl iy Hoorina atom, chlorina atom, 

o^amay!, mathylthio, dimathylamlnocarboayl, mathylsulfony! or k>na , y sutJslltute0 by 

^^0,^,0^ 

[o'loTthe g-oup D bara InCudes tba auba,»uen<s rac»ad «, ragard to C(M4 a* option* — ,ad by , ,0 5 
substituent(s) selected from group D. . nhlltvl cvc , 0Den tvl cvclohexyl, cycloheptyl, 4-fluorocyclohexyl, 

butyloyclohaxyl, a-hydroxyoyclohaxyl, 4-mat "°W'°^ r Saxy I substituted by fluorina atom, chlorma atom, 

r ro :irmrra:;& 

^r~„ all yaab^ 

xrroirrrarcr-n^ 

a.yiaKyl.Tbaauba.u.aa.Wte^ 

10116] Examplestharao.indudaban ? l,1^ 

propyl 3.fluorobar,zyi, 4*or^^^ 

. [01171 Tha CV, 4 aryl 0,. 6 alkyl molaty is preferably baniyl «£^-£^£ al ^J M i ha ,og.„ated C,. s 
maLxy'orioo— ^ 

[0118] The specrfic C 6 . 14 aryl C^e alkyh °P t, ° na "y *"° sl ch | 0 robenzyl 4-tert-butylbenzyl or3-trifluoromethylbenzyl, 
5 andRai3ispreferab.ybenzy l ,phene S 

^nT-hS^ 

3,5-dichlorobenzyl or 4-trifluoromethylbenzyl at R a22 and R* . 
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sopropyl, tert-butyl, trllluoromethyl, hydroxymethyl, iJ^'J^S Utoamoyl, methylaminocarbo- 
nylmetKyl. ethoxycarbonyimethyl, acetyl, cartel, ^.^^"^^^^^^oayl, (carbox- 
nyl. isoprwlaminocarbonyl, dimethylammocarbon*. ^XxylthyU. carboxyimemyloxy, 

yl methyl)aminocarbonyl. hydroxy! group. medroxy, "^^^^J^yi. acetylamino, methylsulto- 
,dimethylamincca ro on y l)methyloxy, am,™, math ylamino d '^™ |a ° in J u(onyl and aLemylamlnosurtonyl. 
nylamino, methylthio. memylsulfonyl, methylaurimyl. 7"°* u " 0 * trom group D include 

[0122] Examples c. C^aryl C,« "f 10 " 8 * ^'"'^'"f CLpropyl, 3-(luo,obenzyl, 4-fluoroben- 
Lzyl, 1-naph.hylme.h yl . 4-n«roben Z yl, pentafluc 

z y l, 3-chlorobenzyl, 4-chlorobenzyl, 2,4-dichlorobenzyl, 3 5 «lorOMra y , 4 . (n d metny | )benzy |, 

obenzy l ,4-me.hylbenzyl,4..ed.bu.y^ 

U* (CH 2)l -COOR.-, fH^9^^£«^ , i^iS^ hydmxymethyl, memoxyme- 
rine atom, ohlorina atom, bronmne ^^^^^SLt^ methylsulfonyl and acetylamino. It is 

ammocamooyl or methylsultonyt, most preferably ^^Zs^^^^^^^^ 

2 ., U inotylmethyl, t-lsoquinolylmethyl lane ' , Y va k ^ ler0CTdlogroup », hlch , s a 5™mbered or 6-membered monocyclic 
erably include 2-pyrldylmethyl, 3-pyndylmett,y1. ^^^"^^^^ ^4, 1 -(tert-butoxycarbonyl) pipe- 
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particularly preferably cyclohexylmethyl. 
[0134] In formula [I], X is preferably 



— Y-(^)— (Z)w 



wherein each symbol is as defined above. preferably a nitrogen atom, 

is preforabr, hydrogen «>*". „ Mrbon atom] pa „ lal , ar | y preferably G 2 of (C-R*). G» of 

and G 7 of unsubstituted nitrogen atom. 

[0137] In formulas [I] and [II], 1 to 4 of to Q9 in the moiety 



is(are) preferably a nitrogen atom, specifically preferably 



"IP 
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most preferably 




ularly U»»"y <***»«*. cyclohsxyl o, cydahapty,, mora ^I'^S pyHdazlry!, cydohaxyl cydaha,,- 

prasan. a. an aaho poaltion J™*-™ ^^""(SSh-OH^S - (CH 2 ) m -MR--(CH 2 )„, -CONR-"- (CH 2 ,„, 
^^^^ 

CH P ) - m=n=0 or m=0 and n=1 is more preferable, most preferably m=n=0. In -O-tCH^ CR R (CM 2 , n 
-(CH 2 ) b t-{^)-(Z')W 



wherein the 
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£)-«. 

,< CH 2>« 



(CH 2 ) n . 



moiety is preferabiy symmetric. The preferable mode of n, ring B. Z and w and the preferable mode of rV, ring B". Z 
and w" are the same. nam-nosition relative to G 6 . When ring B and ring 

pheT*a«Ori^ 

[0147] When ring B Is Mod* V Is P™^"*^^, ^"n ' ^.htolyl. <CH J„ is alsoprefaraPly 
4-position. ootionallv substituted by 1 to 5 substituent(s) selected from group 

^"i 4 aU^^ 

5£r^-^W-^£^ B aari rin 9 B' aari ,ria 

phenyl, 4-propyloxyphenyl 4 "'f P;°P^ 4-(trifluoromethyloxy) 
nyl, 4-(3-isohexenyloxy)phenyA ^f^^^Z^ t ^(dimethylaminocarbonyDmethyloxylphenyl, 
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ertdylmrthytay. 

methyloxy.Htert-butoxycarbo^ 

lin-4-yloxy, 2,4-dimethylthiazol.n-5-yloxy dime ^^^^^Zl^ benzoyl, 3-fluorobenzoyl, 4-chlo- 
iazol-4-yl, (2-methylthiazol-4-yl) ^'7; benzoylamino, 4-chlo- 

robenz y iamino,3,5-dichlorob^ 

robenzoylamlno,4-trmuoromethylbenzoyl^ 2-thiazolylaminosulfonyl, 2-pyri- 

3- methoxybenzoylamino ^'^f^^^^ (4 -pyridylmethyl)-aminocarbonyl or (cy- 
dylaminosulfonyl, b ^* m ™™*^ 

clohexylmethyOaminocarbonyl 2^ 4-(hy- 
ridinocarbonyl, 3,4-dihydroxypipendmocarbonyl, 4-metho xypiper ° inoc ^ 2 , 2i6 ,6-tetrameth y lpiperidinocar- 
droxymethyl)piperidinocarbonyl, 2- 0 x 0 p iP end,noca*ony|, ^^JJ^J^^ 1 A . dioxo thiomorpho.in- 
bonyl, 2,2,6,64etramethy.-4-h^ 

4- ylcarbonyl, 1-(meth^ 

vethyD-aminocarbonyl.phe^ 3 . pyridylrnethy ,. 

cyano, methyl, hydroxymethyl, carboxyl, c 3 * 3 ™^™*^ methoxy, 2-isopen- 

aLnyl,diethylaminocarbonyl,(2-hydroxv^ 

tenyloxy, 2-propynyloxy, methylthio, methylammo, ^^7"^ 

aminosulfonyl, dmBthylaml^^ tSSSjSiyl. 4-trfluoromethylphenyl, 4- 

4-chloropheny., 3,5-dichlorophenyl, 4^P^ ^SS^^S^. 4-methoxyphenyl, 4-car- 
(methoxymethyDphenyl, 4-(2-hydroxylethyl) P henyl, 3 ^^'P^ methvlsutfonylphenyl, benzyl, phenethyl, ben- 
bamoyl P henyl,4-methylthiophenyl I 4-( d imGthylam l noca*onyl)phenyl^^^ V 

zyloxylfluo'oben^ 

above-mentioned formula [I] or [II]. Such salt can be obtained I by reactmg *e comp such as oxalic 

as hydrochloric acid, su.furic acid, P h0S P^7 lc t . aCld :; y ^" s t ccin c ac ,d tartaric acid acetic acid, trifluoroacetic 
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tives, Pollers, amulslfiars. coloring like. polyethylene glycol. glycerol 
diti.es such as water, vegetable oil. alcohol such as eth.nol benzyl *coh°Und «M P Mf J ^ 
triacetate, galatlh, lactose, carbohydra esuchasstarchjd^ injections, eye drops, 

^r^h^rrc 1 ^ 

a risk of recurrence of hepatitis. ^ to be used for the practice of the present invention are 

S' eS Even . no directly corresponding — "™^^^X^^> 

Soni^si^s::^ 

can be appropriately selected and combined. 
Production Method 1 

10164] in this Production Method, a benzimidazole compound is formed from a nitrobenzene compound. 

Production Method 1-1 

[0165] 

^JL^MO, Step R YY N0 ' SteP 2 R SA^^ 



. C1] w [3 ] w 



Step4 




[5] [6] 



[I-2] 



' =r,n^^ 
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Stepl 

and the like at room temperature or with heating to give compound [3], 
Step 2 

W The compound [3, is hydrogenated In a ^J^^^^^—T^ 
watar and the like in the presence of a catalyst ^^fJ^^'^Z, compound [3] is reduced with 

of iron(lll) chloride to give compound [4]. 
Step 3 

THF, chloroform, ethyl acetate, methylene chloride, toluene and the ^Ke "smg azjde flnd the , jke 

ylcarbodiimide, i-ethyl-S-O-dimethylammopropyDcarbodnrrude JJ™J™ B» to give amide compound 
and, where necessary, adding N-hydroxysucc.mm.de -hy ^enzot ^^ 9 ^ e J^^ axt ^ nd 
[6]. Alternatively, amide compound [6] can be M fj-r ^"^^^^ or a 7 active ester (e.g., 
[5] is converted to an acid halide denved with in the presence of a base, 

like, to give amide compound [6]. 



Step 4 



,„,«„ -cotopound^heatedin^entsu^^ 

without a solvent in the presence of an acid such as acetic acid rorrnic a V tsucn as zin c chloride, 

s= s ^rro^oSd-= 

cyclization to give compound [1-2]. 
Production Method 1-2 

[0170] This Production Method is an alternative method for producing compound [I-2]. 



R'-vJL^NOj step 1 



R, (^x^T>-cor 0 ' 
C3] » M 





[1-2] 
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wherein each symbol is as defined above. 
Stepl 

Step 2 

Step 3 

15 give compound [I-2]. 

Production Method 1-3 
[0174] 



[4] 



or 
or 

x-^a)-cooh 



[9] 




[I-2] 



CHO [10] 



[11] 



[0176) in addition, compound (4] ma, ba raaotad w* ^aldahy* e com powdpoi ^ ag9rt 

and the like with heating to give compound [1-2] ._ mnftimriM1lmavbeneat edtoallowreactioninthepresence 
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Production Method 2 

• Mthoch^ituentsfR 1 R 2 R3, R*) on the benzene ring of benzimidazole 
is applicable irrespective of the position of substitution. 
Production Method 2-1 

[0179] Conversion of carboxylic acid ester moiety to amide 

NHR^R 05 
[12] 



W R [| -2-2] 



[1-2-1] 



[1-2-3] 



..he-einE *a.,n g ,eho„d. (OH,,-, W -NH-tCH^whareinsKan "* ^ 

C^e alkyl, and other symbols are as defined above. 

Stepl 

to hydrolysis in a solvent suoh as rnethano I ^»^™ F '^ u " hydroxid ., potassium carbonate, lithium h,dro»da 



Step 2 



,„„„ T haco m po„hd [ ,. 2 - 2l isroao,adv,i l hco m pouhd (1 =,ih,hoaama m anna,as,nS,ap3o,Produo,ion M a,hod 
1-1 to give compound [I-2-3]. 



Production Method 2-2 

[01 82] Conversion of cyano group to substituted amidino group 



R 5 N H 2 OH 



fa 



[1-2-5] 



[1-2-4] 



wherein each symbol is as defined above. mQnnor ,_ tne above-mentioned Production Method is reacted 

[0183] Thecompound[1-2-4]obt a ined I nt es 

with hydroxylamine in a solvent ^^^S^^^^^ reaction is carried out in the presence 
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Production Method 2-3 

[0184] Conversion of sulfonic acid ester moiety to sulfonic acid 



R c6 0- 



,0 



[I -2-6] 



[I-2-7] 



wherein R<* is C M alkyl, and other symbols are as defined abova uction Method „ reacted 

and the like with heating to give compound [I-2-7]. 
Production Method 3 

F01861 This Production Method relates to convention of the substituent(s) | on phenyl group at the 2- P osition of ben- 
ELie This Production Method can be used even when phenyl is a different nng. 

Production Method 3-1 

[01 87] Conversion of hydroxyl group to ether 




[I -2-8] 



[I-2-9] 



[14] 

S WhenRciofcompoundn^sha.ogenatom.com^ 
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l [0189) WhanR''ofoompo U nd[13lishydroxylgr^^ 

atom with thionyl chloride, phosphorus tnbromide H f„ Ms Le, oompound [I-2-8] may Pa 



Production Method 3-2 

[0191] Conversion of nitro to substituted amino group 



P 1 l R^-f^V <Z)* [15] ^ 

* ____ X*"^""" 



% 2 tl-2-H] 



Step 3 



[I I -2-2] 

_ S 3_0_ (Z)W [16] or Hal- 3 "!* 08 [17] 

,8-^-R 08 [1-2-12] 



H P 

^»_ Q 3_^T)_ (Z ) W [11-2-3] or ^ ' 



wherein R 08 is alkyl, G 2 is *-(CH 2 ) n " or *-CHR a15 , G 3 is -CO-, *-C0 2 -, *-CONH- or -S0 2 -, and other symbols are 
45 as defined above. 
Stepl 

. BSt=»«« 

Step 2 

[0 1 M , ^ oompound [i-2-11, k abated with oompound ,15, in .ha same mannar as in ProduCion Method 3-1 ,o 
55 give compound [II-2-2]. 
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Step 3 

[0194] When Q3 of compound [16, is -CO-, -C0 2 - or -CONH-, compound [1-2^1] is acylated with compound [16] in 

mS] This Production Method is appiied in the same manner as above to give disubstituted compounds (tertiary 
amine) of compound [II-2-2], compound [11-2-3] and compound [1-2-12]. 

Production Method 3-3 

[0198] Conversion of carboxylic acid ester moiety to amide 



[1-2-14] 



.(j Step 1 m-o-Ai 



Step 1 [11-2-4] 
[1-2-13] [18] ^-N-CC^pR' 



H 2 N-(CH 2 )-R B1 ° 
[19] 



[1-2-15] 



wherein R<* is Cl . 6 alkyl, Q4 is #-(CH 2 ) n -, #-(CH 2 ) n -NH- or #-CHRa"-wherein # shows the side that is bounded to 
amine and other symbols are as defined above. 

Stepl 

[0199] Thecom P ound[l-2-13]obtainedinthesamemannerasm^^ 

fn the same manner as in Step 1 of Production Method 2-1 to give compound [1-2-14]. 



Step 2 

[0200] Thecompound[i-2-14]isreactedwithcompound[18]inthesamemannerasinSte P 2ofProductionMethod 

Production Method 4 

Production Method 4-1 

[0203] Direct bonding of ring Z" to ring B 
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[1 1-2-5] 



[20] 



[M-2-6] 



paaadamOD dfchlodde, pa»adium ***** ■ 

perature or with heating, to give compound [11-2-6]. 
Production Method 4-2 
25 [0205] Conversion of hydroxyl group to ether 




II 1-2-7] 



[21] 




tl 1-2-8] 



■ odo ■ Qa2 o nr ,rn \ COF*^ corresponding to substituent Z, and other symbols are as defined above. 
w«h compound [2,] in the same manna, as In Pmduotion Mathod 3-1 to g,vo oompound [H-2-8]. 
Production Method 4-3 

[0207] Synthesis in advance of ring B part such as compound [1 3] in Production Method 3-1 



55 
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[II-2-9] 



[1-2-8] 



and other symbols are as defined above. 
Stepl 

Step 2 

[02 09] The compound [23] obtained in the same manner as in the above-mentioned Production Method is reduced 
according to a conventional method to give compound P4]. metnanol etnano | THF and the like in the 

heating to give compound [24]. 
Step 3 

of a tertiary amine such as pyridine and the like to give compound [25], 
Step 4 

Sd^^^ 
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Production Method 4-4 
[0213] 



^ ^Hal ste P 1 ^s/® " Hal ste P 2 

C?< — - C*J — " 



[43] 

Hal 



OH j 



(Z)vT 

wherein M' is a metal such as magnesium, lithium, zinc and the like, and other symbols are as defined above. 



[44] C453 



[0214] Commerciailyavai.ab.e^ 

aryl metal reagent by a conventional method to ^f^^^ wjth compound [41 , in a solvent such as THF, 
give compound [42]. 

^ ^ compound [42, obtained in mo same manner aa in Una above-mentioned Product Uethod ,a reacted 
THMron room temperature, preterabiy a, -1 00-C ,o 30-C ,0 9 rve compound (441. 
Step 3 

[02181 Thecompo U nd[441ob« 1 nedln,hesamamannera S in,neaPo»e-me™,ionedP,oduc«o„ M emcd i aha,c 9 en. 

[So, "peund^issymmetr^name^ 

temperature, preferably at -100°C to 30°C, to give compound [45]. 
Production Method 4-5 

[0221] Method including steps to introduce a protecting group into a functional group 
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Step 3 SP Step 4 Y 




Step 6 HO z c - 



[11-2-14] 




wherein R-.scarbccvHc acid protecting group such ,t^^^l^I.-^-P^^ 

a conventional method to give compound [27]. conve rted to acid halide with thionyl chloride, oxalyl 

p4rr u ~n to R^«dS« pro.ac.ing g™P a, ,on 9 as ,. Is no, ,a m ovad dunng .ha S,ap 2 ar 
Step 3 but removed in Step 4 without affecting -C0 2 R c14 . 

Step 2 

pound [I 2-i 16] in the same manner as in Production Method 3-1 to g,ve compound [1.-2-10]. 
Step 3 

Step 4 

[0227] ThaR-onheoonnpouad^.ll.o^nadin,^ 

ad is ram»»ad b, a convantlonal mamad to givo c "^"JJ^J. daprotaotlon method aooording ,0 
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ten-but* compound * treated »«h ,n„uoroace,,c acid ,n a sorven, such as ofchloromethane. ch*ro,orm and 

the like to give compound [11-2-12]. 
Step 5 

--n==^ 

compound [11-2-13]. 
Step 6 

,0230, The compound [,,-2-131 obtained In the same manner as In ,ne above^nOoned Product Method is de- 
«^pan.; : is rr= ^^ 

ethanol, n-propanol, isopropanol and the l^e or a m ' x ^olvem or pot assium hydroxide and the 

Production Methods 



[0233] Formation of indole ring 
Hat 



[29] 



HC==C— R 
[30] 



r «"--c=c--(a)-y-(b)- 



(Z)w 



[31] 




[11-2-15] 



wherein R-« is protecting group such as trimethylsilyl, tertbutyldimethylsHyl, tert-buty.diphenyisilyl and the like, and 
other symbols are as defined above. 



,0*4, Theeompound^obtainedinthesamemanne^ 
La,L.hod,s reacted w*cor^^^^ 

water and the like using a palladium catalyst such as l *™^"°J" J a ™™rcata,vslsuch ascopper(l) Iodide 
pa„adium(„, d»,,onde, palladium ^^^^^SSSU P— K hyd,o 9 en- 

:rn~ u :™— 
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Step 2 



In an aloohol solvent such as methanol, ethanol and the lite on _n> mk and tlle llke 

Method 1-1 in?he same manner as in Step 1 of Production Method 5 to g.ve compound [33]. 
Step 3 

(02 3e, Theeo m poa„ d? o r eO s in,hea = 

jectedto cyclization in a solvent such as DMF, ace tonrtnle W cnior ■ h |jk or a pa || adi um 

Production Method 6 

[0237] Formation of imidazo[1 ,2-a]pyridine ring 



— OR . 



OR Step 2 



[34] 



R 
[35] 



[3S3 Hal-Mg^^Q 
[37] 



ste P 3 [39] 



R 

mi stepJ w rV^nh, 




R' 
[40] 



wherein R c16 and 
defined above. 



rc17 are each independently alkyl, such as methyl, ethyl and the like, and other symbols are as 



Stepl 

compound [36]. 
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Step 2 

,0239, The compound [36, obtained by the above-menfloned Production Method te reacted with Ghpnard reagent 
r3 71 obtained by a conventional method to give compound [38]. mnnnn . r „ R , 
5 [02401 Attematively, an acid halide of compound [34] may be used instead of compound [36]. 

Step 3 

[0241] The compound [38] obtained by the above-mentioned Production Method is subjected to halogenation by a 
10 conventional method to give compound [39]. raact ed with bromine undercooling or at room 

like to give compound [39]. hur , 0 h a lite (e a hypochlorite and the like), N-bromosuccinimide 

[0243] Alternatively, a halogenatmg agent such as hypohalite (e.g., nypocniome * 
15 and the like may be used instead of bromine for halogenation 

Step 4 

The compound^, obtained \^ ^ r^^J^^^^^^"^ 
20 impound [40, obtained by a conventional or atown method f^^l'^in hydtoxkje, lithium hydride, so- 

?0 V 2 «TThrp d rodu« 1 |oh Methods shown in the above-mentioned Production Methods 2 to A can be usedi to, ^the syn- 

these Examples. 
30 Example 1 

Production of ethyl 2-[4-(3-bromophenox y )phenyl]-1-cyclohex y lbe n zimidazole-5-carboxylate 
[0247] 

40 : 8 .50„H, d, M1H4, 8.16 ( 1H, dd, J-S.4, 2 .1Hz), 7,3„H, d, J-S.4HZ,, 4.43 (2 H, ,. 

J=7.5Hz), 1 .42(3H, t, J=7.5Hz) 

SttreSET^ «-35-8.45(1H, m), 8.02 (1 H, dd, J=9, 2.1Hz), 6.87(1H, d, 

J-9 1Hz) 4 35£H q jSlHz), 3W3.50(1H, m), 2.14-1 .29(1 OH, m). 1.38(3H, t. J=7.1Hz) 

Step 3: Production of ethyl ^}^^ 9 ^ , ^S^thB previous step was dissolved in ethyl acetate 
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crystals were collected by filtration to give the title compounc (124 g y el * » 

m) 2 07-1 .87(4H. m). 1 -80(1 H, m), 1 .42(3H , t. J=7.2Hz), 1 .40-1 ,27(3H, m) 
Example 2 

Production of 2-[4-(3-bromophenoxy)phenyl]-1-c y clohex y lben Z imidazole-5-carboxylic acid 

collected by filtration to give the title compound (0.9 g, yield 96%). 
melting point: 255-256°C 

1.65(1H,m), 1.44-1 .20(3H,m) 
Example 3 

Production of ethyl l-cyclohexyl-2-(4-hydroxyphenyl)benzimidazole-5-carboxylate 

title compound (131 g, yield 72%). OOHMU H , . 4H7 x 79 3/ 1H d J=8 6Hz), 7.83(1 H, dd, J=8.6, 1.4Hz), 

m), 1 .70- 1.60(1 H, m), 1 .46-1 .1 9(3H, m), 1 .35(3H, t, J=7.0Hz) 
Example 4 

Production of ethyl 2 . t 4-(2.bromo-5^loroben 2 yloxv)pho r yll-1^oloh e xylb e nzlmi=lazol..5-carbo^ a tt 
JK^O^D^^^rrn^H, ddV*. 1.4Hz,, 7.70.7. 6 7 (6 H. m). 7 W dd, d-8.4, 
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MH4. 7,4 (2 H, d. J=8.7Hz), 5.17 (2 H, s>. 4.46-4.30(1 H , m), 4.4,< 2 H. ,. J=7.1Hz), 2 .40- 2 . 2 0 (2 H, m>, Ufr1*l»H. 
m), 1.42(3H,t, J=7.1Hz) 
Example 5 

Paction otethyl.-M^-^ 

tan 

mixture was retluxed under noting to, 2 ^ C *™'°^dZ^. ITsoSn, w^and sa.ura.ed drine, dried 
washed successive., with sa.ura.ed aqueous sodium ^S^ c »* 0 "^ ; was ^ by sllte ge l 

over anhydrous maonesium sulfate, and 97 3) Shy I acetate and dliopropyi ether were 

4.95(2H, s), 4.48-4.28(1H, m) , 4.40(2H, m) , 2.02-1 ,20(8H, m) , 1.41(3H, t, J-7.1HZ) 
Example 6 

Production o, 2 H4-l 2 -(4.ch,oropheny,,-5.chlo,odenzy,oxylphenyl).,^lohexy,deh Z ln,ldazo,e-5<ardo«y fc acid 
melting point: 243-244'C 

FAB-Ms: 571 (MH+) u . aM , 1H „ ,_ 8 ou z) 8 05(1 H, d, J=8.8Hz), 7.76-7.72(3H, m), 7.58-7.46 

JHW-SSS ESS: m,. * — • -* 

1.95-1.75(2H, m), 1.75-1 .55(1 H, m), 1 .55-1 .15(3H, m) 
Example 7 

Production of ethyl 2 - [4 -(2-bromo-5-me^ 
Example 8 

Production of ethyl s-^-chlorop^^ 
[0254] Ethy, 2W ~- m et h ox yb en^ 

ample 7 was treated in the same ™ " a , 4 l^/wH. S^i.eH^. 7^(2H. «1. J-B.7H Z >. 7.37 

(300MHz, CDCI 3 ) : 8.49(1 H, d, ^^^^^^g^ % 7Hz), 7.00(2H, d, J=8.7Hz), 6.97(1 H, 

m). lT83-1.73(1H, m), 1.42(3H. t, J=7.1Hz), 1 .41-1 .25(3H, m) 
1 Example 9 

Production o. 2 -,4. [2 -<4.ch,oropheny,,^^^ "* 

, SedS^^ 
melting point: 248-249'C 

FAB-Ms: 568(MH+) 85(1 H, d, J=8.7Hz), 7.57(d, 2H, J=8.6Hz), 7.46 

1H-NMR (300MHz, DMSO-d 6 ): 8.20(1 H, s) , 7.88(1H, d, J-8.7HZ), /.BO^n, , 
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(2H d J-8 6Hz) 7 44(2H, d. J=8.6Hz), 7.29(1H, d, J=8.5Hz), 7.24(1H, d J=2.6Hz), 7,1(2H, d, .8.6Hz), 7.06(1H, 
dd J=8 5 2 6H^ 5 Zh, s) , 4.26(1H, m). 3.83(3H, s) , 2.38-2.29(2H, m) 

Example 10 

' Production o. ethyl 1 ^o l ohoxy,-2.(4. K E)-2.phen, l vinyl|phonyl).bonzimidazo te -5^rboxy,a, e 

EKemilandtmns-^lben,^^ 
,0 nigh, a, room tamperatura The «aa loa-ooolod. A«or ,N sodium 

Y5 title compound (540 mg, yield 63%). J=8 .7Hz), 7.90-7.80(3H, m), 7.75-7.65(4H, m), 

;*™hT4.» 

m), 1.36(3H,t, J=7.0Hz) 
20 Example 11 

Production of l-cyclohexyl-2- { 4-[(E)-2-ph e nylvinyl]phenyl}-benzimidazole-5-carboxylic acid 

melting point: not lower than 300°C 

«K DMSO-dg): 3.25 ( ,H, a, , 7.9o.7.2 9( 13H. m) . 4.33(,H, dd>, 2.4, -2.23 ( 2r, n* 2.03-, 73(4H, m), 
1. 71-1. 59(1 H,m), 1.49-1.20(3H,m) 

30 

Example 12 

Production of 2- ( 4-benzyloxyphenyl)-1-cyclopentylb e nzimidazol e -5- C arboxylic acid 
35 [02 58] in the same manner as in Examples 1 and 2, the title compound (700 mg) was obtained. 

SSTrS! CDC, . 8,0(1H, s), 8.04(1H, d .9.0Hz), 7,3(2H, d, .8.4Hz), 7,1-7,2( 6 H, m), 7,4(2H, d, 
J=9.0Hz). 5.16(2H, s), 5.03-4.89(1H, m), 2.41-1 .63(8H, m) 

40 Example 13 

Production of 2-(4-benzyloxyphenyl)-1 -cyclopentylbenzimidazole-5-carboxamide 

[0259] ^-Benzy-oxyphen^-l-cyc^ 
45 dissolved in dimethylformam.de (1 0 ml), and ammonium chlonde OB 91 , Y were ad(jed Jhe Me 

diimide hydrochloride (390 mg), 1 -hydroxybenzot nazole (275 ^ ™2o^biluw and he mixture was extracted 
was stirred overnight at room temperaturejater Sed^queous sodium hydrogencarbonate, 

wrth ethyl acetate. The organ,c layer was washed th s J reduced ure Etnyl 

to give the title compound (571 mg, yield 81%). 
melting point: 232-233°C 

55 5.16(2H, a), 4.93«H, quint. J-8.8HZ), 2.40-1 .60(8H, m) 
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Example 14 

Production of 2-(4-benzyloxyphenyl)-5-cyano-1-cyclopentylbenzimidazole 
5 [0260] in the same manner as in Example 1 , the title compound (400 mg) was obtained. 

(BH, m) 
10 Example 15 

Production of 2 .<4-benzylo,<ypheny,)-1 ^yclop e r, t y 1 b en zimlrjazole.5-c a rboxom i d e oximo 

W 2 .<4-Be"^x,phen rt .5^ 
„ edine th ,la,coh.,<3m,>.ndwa.er(1.Sml)^ 

melting point: 225-226°C 

20 DM so-d 6): a.ao.in, s, , 6 o,3,, 9 H, m, mwh. * — .. ..W * ^ <~ 

J=8.7Hz), 3.61 (3H, s), 3.40(3H, s), 2.41-1 .42(8H, m) 
Example 16 

25 P,oduo„on o, etny, ^MW**-^***'* - ** 
5-carboxylate 



[0262] 



Step 1: Production of ^"^^^^^^j^ by a known method (Chem. Pharm. 
Ethyl 4-(4-fiuorophenyl)-2-methyl-5-thiazolecarboxylat £ (59, J s added 

Bull., 43%), 947. 1995) was dissolved in ^ ^ and water 

under ice-cooling and the mixture was s ,rred for 30 mm. Water (1 3 rrt ^ ^ ^ Qff 

(39 ml) were added -^'^^^ (37 g, yield 71%). 

? H e ::^~c^ 7 <• j = 87hz) - 4 - 8o(2H - s) ' 2jo(3H ' s) 

Step 2: Production of 5-chloromethyl-4-(4-f.uorophenyl)-^ was djssolved jn 

cSeied under Educed preeeure ,o give the ttto cojapound (29 g. yle«76^ 

dazole-5-carboxylate retained in the previous step and ethyl 1-cy- 

ZZ L i Exempted 1. give .he Me compound (61 g, ykMd 100%). 
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Example 17 

Productionofl-cyetohexyl-^^^ 
acid 



yield 69%). 

melting point: 196-198°C 



FAB-Ms: 542(MH+) J=8.8Hz), 8.06(1 H, d, J=8.7Hz), 7.80-7.72(4H, 

1. 75-1. 55(1 H,m), 1.55-1 .20(3H, m) 
Example 18 

Production of ethyl 1-cycloh e xyl-2-(2-fluoro-4-hydroxyph e nyl)-benzimida Z ole-5<arboxylate 
[0264] in the same manner as in Example 3, the title compound (50 g) was obtained. 
Example 19 

Production of ethy, 2-{4- [ bis(3-fluo ro pheny.)methoxy]-2-f.uoro P henyl } -1-cyc,ohexyl b enzimidazo.e-5-carboxylate 
[0265] 

Step 1 : Production of 3,3'-difluoro b enzhydrol added gnd ^ mjxture was 

To a stirred solution of magnes.um strip (35 4 g) n THF (200 mr, loome P 3 . f , uoro . 

heated with sti« 

bromobenzene (250.0 g) in Tnr (l uuu mij ^ ^ t ho resultina mixture was ref uxed for 

was maintained at eo-C. Afterthe completion of the , ^J^£^£^£Z « (63.2 g) In THF 
1 hr with heating. The resulting Grign « ^^^^^ ad y ditional 30 min, saturated 
(200 ml) was added dropw.se over 1 hr. After a stirring of the reaction s was added 

Lqueous ammonium chloride solution (700 ml) was added ^^^^^^^^^bOt^ 
tL mixture was stirred 

with ethyl acetate, and the combined org clay r was ^w anhydr0 us magnesium sulfate, 

sodium hydrogencarbonate and saturated b^ 

2.30(1 H,d, J=3.3Hz) 

(539 mo) was added a, room temperature. To .ho . The soLon was heated so tha, 

a, room temperature and the resulting soluWV was ^<"™^^isl Thiony, ohloride (8.1 g) was 
the temperature ot the solut,on was at 40-C «KT hen Wed for an «. ^ organte ^ 

added again and the mixture was et,rred for 30 n»n.To reason m«tu ^ 8alurattd „„„„ The 

S£p1 Production 0. ethy, 2W 0 l s ( 3-.,uorophen,,,n«.hoxy> 2 -.luom P h,hy,H^0,ohexy l ben 2 im,dazo,e- 5 -oar. 

Example 4 to give the title compound (76 g, yield 99%). 

B OMSO-de): B,4„H, d, d-f.aHz,. 7. 9 3„H, d, J*7Hft 7-0*.* d.8.7H 2 >, 7.5 6( ,H, ,, 
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1 .6(1 H, m), 1 .35(3H, t, J=7.2Hz), 1 .30-1 .20(3H, mz) 



Example 20 



P^iono,^!^ 



[OZODJ tinyi ■ -i 

tained in Example 19 was treated in the same manner 
melting point: 242-243°C 



FAB-Ms: 557(MH+) j- 8 8Hz) 7.99(1 H, d, J=8.7Hz), 7.66(1 H, t, J=8.7Hz), 



(4H,m), 1.70-1. 55(1 H, m), 
1.50-1.15(3H,m) 



Example 21 

Production of ethyl 1 -cyclo P entyl-2-(4-nitro P henyl)benzimidazole-5-oarboxylate 
20 [0267] in the same manner as in Example 1 , the title compound (12 g) was obtained. 
Example 22 

2S Production of ethyl 2-(4-aminophenyrH .cvelopentylbenzimld.zole.5<=arboxylata 

solved in tetrahydrofuran (200 ml) and ethyl ale ohol (50 m^, J 0 „ and me , illra , 9 was ooooen- 

collected by filtration to give the title compound (11 ft; yield 96%). 50 .7.40(3H, m) , 6.79(2H, d, J=4.6Hz), 

35 Example 23 

Production el ethyl 2 .(4.b.n2o y lamlnophenyl)-1<yclopentylbenzlmldazol.. 5 -ead J exylat. 

[02691 EavM-cyolope^W.nophe^be^ 
« Loied ,n pyridine (3 ml, and chlorotonjn ^*^^2^SS^P~»™ andwaterwas added 

sr,d a :in:7=s.xrn~ 

100% )- „,4 U x onnMM ri i-Q0HzW84(2H d, J=7.5Hz) l 7.60-7.40(6H,m),7.14(2H,d > 

- ST^daln.^ 
Example 24 

Production of 2 -(4-benzo y lamino P henyl)-1-c y clo P entylbenzimidazole-5-carbox y lic acid 
melting point: not lower than 300°C 

FAB-Ms: 426(MH+) i 5 and7.85(4H, ABq, J=8.9Hz), 8.10-7.98(4H, m), 7.70-7.55 

55 ; 3 r> R ~,n^ 
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Production of ethyl 2- { 4-l3-(3-ch.orophenyl^ 

Sh L m) , 1 -79(1 Hi m), 1 ,42(3H, t, J=7.2Hz), 1 .39-1 .29(3H, m) 



Example 26 



Production of 2 - { 4-[3-(3-chlor 0 phenyi)phenoxy]pheny. } -1-cyc,oh e xylbenzimidazo. e -5-carbo X yiic acid 
melting point: 253-254°C 

FAB-Ms: 523(MH+) „,,..,. . . A „ H _» 79 o (1H d j=8.7Hz), 7.89(1 H, dd, J=8.7, 1.3Hz), 

^A2H!'m,%:i.76(4H,m).1.65( lH .m).1.50.,. 22 (3H,m) 

Example 27 

Production of ethy. 2 - [ 4-(3-acetoxy P hen y loxy)pheny,]-1-cyclohe X y l benzimidazoie-5-cart ) oxy.ate 
[0273] in the same manner as in Example 1 , the title compound (87 g) was obtained. 
Example 28 

Production of ethyl l.yc«ohexyl-2- [ 4- ( 3-hydrox yP henyloxy)-pheny.]benzimidazo l e-5-carboxylate 
,0274] Eth,2- L 4-(^ 

pie 27 was dissofced in methyl alcohol (250 ml) ^^^™"^ le ^re fllteied off and the filtrate 

added. Themixture was stirred for 30 m^ 

was concentrated under reduced pressure. Wat^ ° the title compound (78 g, yield 97%). 
hydrochloric acid. The precipitated <^™%Z^X%^m^ J=8.7Hz), 7 68 < 2H ' * J=86HZ) " 7 ^ 
1H-NMR (300MHz, DMSO-d 6 ) : 9.71(1 ,H. .). 7.98(1 H d. J-8VHz), Hz) J (1H , „ , 4.38-4.23(1H, m) , 

Example 29 

. Paction o, em,, ,<»««**WM*»*^^ 

.H-NMB (300MHz. CDC W : 7 26(1 H s) 7 16{2H , J=8 7Hz). i.TM.TOpH. m), B.0X2H. 
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Example 30 

Production of ^yc.ohexyl^-^-pyri^ add 
melting point: 235-237°C 

FAB-Ms: 520(MH+) 6 d 7 _ 86(2H ABq , j=8.7Hz), 7.68 and 7.17 

SlHft 5 Ui. 4.to-4.22 0 H. m, , m). 2.00.1.B014H, m) 

Example 241 

5-carboxylate 
[02771 

S MR <300 M Hz. COO,,: ,37<2H, d, d^Hz, 7W * —ft 7.1 W H. * -8.6Hz,, "IPK d. 
J-2 6 Hz), 6.89(1 H, dd, J-8.6, 2.6Hz), 4.57I2H, s) , 3.86(3H, «) 

Step 4: Production 0. the previous step was dissolved in ethyl ace- 

Z^lorophenyl^nnsthoxvMnzyr alcohol 20 a J Tne mMlire was «M tor 

tete (1 00 ml) and pyridine (0.5 ml) and ^J^J^™j£££S», „h,l acetate. The organic layer 

-=i^^^ 

to give the title compound (1 6 g, yielc I 74%). H . 7 Q5(1 H d J=2 .6Hz), 6.96-6.89(1 H, m), 

i clohexylDenzimidazole-5-carboxylate obtai ned in the previous step and methyl 1 -cyclohexyl- 
L'ln the Z. manner as in Example 4 .« . give ^^^'jTs^Hid, J^.^.MI-T.ieieH, 
1.85-1 .45(4H, m) 
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Example 242 



hydrochloride 
98%). 

APCI-Ms: 568(MH+) d J=8 7Hz)> 8 . 03 (1H, d, J=8.7Hz), 7.72(2H, d, 

SH^2.10lWH.m).V93-1.78( 2 Hm).1.7 2 -1.18(4H.m) 



Example 243 

Paction o,emyi2 W 3.<4-ch^^^^^ 



[0279] 



Step 1: Production of methyl 3-hydroxypwol.nate concentrated sulfuric acid (1 .0 ml) 

3-Hydroxypicolinic acid (1.0 g) ' n ™ Theleacton mixture was ice-cooled, neutralized wrth 

was added. The mixture was refluxed under^ 

duced pressure to g^e the . 8 Hz), 7.47-7.35(2H, m), 4.06(3H, s) 

reaction mixture was allowed to warm to room ™P^" n ™ a ™ "he organic layer was washed with 

V^tSSS^iiS^ m b > ■ 7 iS 1H ' * J=82 ' 4 ' 5HZ> ' 4 05,3H ' 51 

Step 3: Paction of methyl 3 ^^*^^» 2 obtained In .he previous step was treated 
Methyl 3-(trifluoromethylsulfonyloxy)pyridine-2-carooxyiaie v i «/ 

in the same manner as in Example 5 tc .give the ,t«e J^J^^^^\^, 7M .7^^ 
1H-NMR (300MHz, CDCI 3 ). 8.73-8.66(1 H, m) , 7.77-7.68 (1 H, m), 7.49(1 n, aa, 
7 32-7.23(2H, m), 3.80(3H, s) 

Step 4: Production of l3-(4<hloro P henyl)pyndin-2-yl]methanol dissolved jp ^ 

Mathy.3-(4-ch.oropheny0 

and the mixture was stirred for 1 hr. To the react °" ™™ re Qff and tne filtrate was concentrated 

"T^U-ny,^^^ 

(3 ml), and thlonyl chloride (0.13 ml) and pyndm. ("J**^* Solved In dimethyltormamlde 

Lt room temperature and concentrated lender reduce P ^o^rS* (232 m 9 ) obtained in the aame 
(3 ml), and ethyl 1 ^^^T^'^^'^^^^Lur.^L stirred to, 3 hr with 
manner aa in Example 3 and potassium aaded and the mixture was extracted 

heating at KCC. Tha reaction mixture was '"en a «owed to drted „ ver a „ hydrous magnesium 

ira^::^^^ 
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(daveiopinaaa^n-hexan^ 

(2H,m), 2.02-1 .22(11 H.m) 
Example 244 

Predion o, methyl zw^^*^^^ 
5-carboxylate 

[0280] 

Step 1: Production of tart-butyl 4-bromo-3-methylbenzoate , QQ ml) and oxaly , ch | ori d e (12 

4-Bromo-3-methylbenzoic acid (25 g) was suspended ,n d,ch Jj^l^ J hr at room temp erature 
mD and dimethylformamide (cataiytic in tetrahydrofuran (200 mi) 

and the solvent was evaporated under reduced press ure. The ' e * aue potasS ium tert-butoxide dissolved 

andthesolution was ice-cooled. To the solution was added J^JjJ^id- ^ reactjon mixture and 
in tetrahydrofuran (150 ml) and the nurture ^^^J^^ wat er and saturated brine, and 

r^^^^. si • 4 - 38(,i m> ■ 395,3H ' s) ■ 2 23(2H ' m1, 

^.SolkH, m) .I.M-l.TWH. m), 1 .59(9H, s), 1 .44-, .27(3H, m) 
Example 245 

5-carboxylate 

Example 246 

hydrochloride 

W Memy, ^Wtexyca*^ 

boxylate (3-5 g) obtained in Example 246 was d«eolved m «*™r" 2 >^ m „ was concentrated under 
JSJL The mixture was alrred , ,or 1 hr at ^^SS* BcToSyl acetate waa addad. Tna 

yield97%). B29(1H sl 8 2 4(1H, d, J=1 .8Hz), 8.09-8.00 (2H, m), 7.74(2H, 
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Example 247 

5-carboxylate 

[0283, Methy, 2- { 4-r 5 -car^ 

drochloride (400 mg) obtained in Example 246 was ^^^'^SnS for 2 h at room temperature. The 
mo and dimethylformamide (catalytic ^^^^^wTiTdtaolv^ in dichloromethane (5 ml), 
reaction mixture was concentrated under ^^^^^M aqueous methylamine solution (5 ml) and tet- 
The resulting solution was ^^^^^^J^S 1 hr and concentrated under reduced pres- 
rahydrof uran (5 ml) under ice-cooling. The reaction mixture was stirrea tor 
sure. Waterwas added to the residue andthem^ 

with water, saturated aqueous sodium ^^^^^^Z^ cryS tallized from ethyl acetate and 
(335 mg, yield 86%). H dd J=8 6 1 5Hz)i 7,82(1 H, dd, J=8.2, 2.2Hz), 

;Zh * — >■ 6 - 35 - 6 26(1H - m) - 5 oo(2H - s)i 

4.35(1H, m), 3.95(3H, s), 3.05(3H, d, J=4.8Hz), 2.40-1 .24(10H, m) 
Example 248 

Production of 2 - { 4- [ 2-(4-ch.orophenyl)-5-methylcarbamoylbenzyloxy]phenyl } -1-cyc,ohexylbenzimidazo.e- 
5-carboxylate hydrochloride 

2 to give the title compound (141 mg, yield 90%). 

APCI-Ms: 594(MH+) „„„.. \ n o 7 mm ri J-1 5Hz) 8 21(1H, d, J=8.2Hz), 8.15(1H, d, J=1.5Hz), 

where necessary, the compounds of E ^mPles 31 240 *™ *"< ' 
structures and properties are shown in Table 1 to 177 and 185 to 212. 

Example 501 
[0286] 

oversodiumsulfate.Afterflltration.theso.ventwasev^ 

in dimethyl sulfoxide (20 ml) and cyclohexy amine (1 0.3 ml) was addecl The <w 

The reaction mixture was poured ^J^^^^^,^ mi), and dried over sodium 
(1 00 ml). The organic ayer 7" p«u» and the residue was purified by silica 

r N MR(300MHz,COC,3):B,0(1H,d, J . 

hrd J-7 3Hz) 3 85(3H, s), 3.38(1 H, m) , 2.10-2.00(2H, m) , 1 .90-1 .20(8H, m) 
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copper(l) iodide (0.6 g) and triethylamine ^^^.^j^^^JSh ethyl acetate (50 ml). The 
ature and concentrated. Water (30 ml) was ^^^Z^ S and d^ed ove" sodium sulfate. After 
organic layer was washed with water (30 ml) and saturated brine (3 0 i ml) J an ° a si|jca , f|asn 

fixation, tL solvent was evaporated g.yi*d79%). 

step was dissolved in methane. (50 ml) and f'^^^^J!^!^^ and the mixture was 
mixture was stirred for 3 hr at ^^^^ ml) and saturated brine (30 ml) 

extracted with ethyl acetate (50 ml). The organic layer was « M ™ " d ' , ssure t0 give white 

B a?d dried over sodium sulfate. After filtration, ^I^^oX^^^ 
crystals (3.8 g). The white crystals (2.3 g ^^"^^ complex (0.4 g), copper(l) io- 
ylaminobenzoate (1.0 g) obtained m Step 1 . tetrak ^P^P^™°J\ overnjqht at 100 o C and concentrated 
dide (0.1 g) and triethylamine (10 ml) were added. The ^^^^^ eth yi acetate (50 ml). The 
under reduced pressure. Water (30 ml ) was .added and ^^nd dried ove" sodium suifate. After 

organic layer was washed with water ^^^^^^Lu^ was purified by silica gel flash 
filtration, the solvent was ' Ma ^^^SS^S ) to give the title compound (0.9 g, yield 49%). 
chromatography (developmg solvent, n-J»«ne.rthyl acetate ^ g g ^ J=Q ^ 

obtained in the previous stej ^^^^IS^SS^S^ remold by filtration. Water (1 0 

hexane:ethyl acetate = 8:1) to ^^^^^C" d J=8.8Hz), 7.40-7.1 8(8H, m) , 7.00-6.94 
Example 502 

Paction 0, «W«I*»*«*S*^^ ^ 

APCI-Ms: 566(MH+) voonM u n 7 vofiH d J-9 3Hz) 7 72(1H,d, J=9.0Hz),7.50-7.20(8H, 

1H-NMR (300MHz, D M SO-d 6 ): 1 2-43(1 H brs), 8.20 ) . 7-79(1 H d, «^77^ ^ 1 ^ 

m), 7.07-7.03(3H, m), 6.53(1H, s) , 5.01PH " ng other conventional methods where 
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Example 601 

Production of ethyl 2-(4-benzyloxyphenyl)-3-cyclohexylimidazo[1 , 2-a] P yridine-7-carboxylate 
[0289] 

Step 1: Production of 4-benzyloxy-N-methoxy-N-methylbenzamide suspended in 

P 4-B r y« 

dimethylformamide (50 ml), and 1 -(3-dimetnyiaminopru P y , ' overnight at room temperature, 

d J=6 8Hz) 1 95(1H m) 0 78-1 .82(1 OH, m) 

Ethyl ^"»PV"*^ a S'^ (2 "2 K^Ts Z?„d pt^iu^rbSn^ (£sTg) wL 
pound (95 mg, yield 16%). 

rNMR S (300MHz + CDC« : 8.33(,H, s), 8. 2 1(1H, d, J-7.5HZ), 7.5S (2 H, d, MX* 7 25-7.50( 6 H, m), 5,3, 2 H, 
l^ ^ H d J-7. 1HZ ), 3.25(tH, m) , 1.41(3H, t, J.7.1HZ). 1.15-2.00<10H. m) 

Example 602 

Production of 2- ( 4-benzyloxyphenyl)-3-cyclohexylimidazo [1 ,2-a]pyridine-7-carboxylic acid 

' KSU** B.S7 ( 1H, d, J.7** 8.08 ( 1H. a, , 7. 25 -7. 5 8<8H , m ). 7,3 (2 H, d. J-8.7H*,, S,7, 2 H. 
ftST™ ^—"n ™es 2 ,3 ,» 3,8 can be M. dbtalnad in the sama manna, a S In E«amp te s 1 
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to 701 or by other conventional method employed as necessary. 
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Table 1 


E 


xample No. 31 M 


IH NMR(6) ppm 

300MHz, CDC13 
7.8l(2H.d,J=6.6Hz).7.60 
2H,d f J=8.8Hz) l 7.51-7.21( 
8h S,7. U(2H,d,J=8.8Hz) 
,5. 15(2H,s),4.93(lH,qum 
t T=8 8Hz) 2. 36-2. 32 (2H, 
nJ,2.09-2.04(3H,n),l. 75- 
1.68(3H,m). 




h 




Purity >90% (NMR) 




us 369(M+1) 






Example No. 32 


1H NMR(6) ppm 
300MHz, CDC13 

8.51(lH,d,J=1.5Hz) v 7 98( 
lH,d,J=8.4Hz),7. 61(2H,d. 
J=8.7H Z ),7.56-7.10(6H,m) 
,7. 12(2H,d.J=8.7Hz),5. 15 
(2H, s),4. 94 (1H, quint. J=9 
.3Hz),4.41<2H,q.J=7.5Hz) 
,2.40-1. 50(8H,5,1.41(3H 
, t, J=7. 5Hz) 


0 


Purity >9 0% (NMR) 


us 441 OW) 


Example No . 3b 


1H NMR(6) ppm 


0 

o 


300MHz, CDC13 

7.84<lH,s),7.6l(2H,d,J=9 
.0Hz).7.58-7.30(7H.m) 7 
19 (9H rf T=9 0Hz),5. 15 (2H 
,s),4.94(lH, quint, J=8.7H 

0(8H,m) 


Purity >9 0% (NMR) 




MS 440 (M+l) 
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Table 2 



Example No. 34 1 


H NMR(6> PPm 

300MHz, CDC13 
8.20(lH,s) f 7. 50-7. 31 (9H, 
«n),7. 12 (2H, d,J/=8.7Hz),5. 
15(2H,s),4.94(lH,quint,J 
=8.7Hz),3.61(3H,s),3.40( 
3H, s) , 2. 41-1. 4Z von, W 


<J 


purity > 9 0% (NMR) 


MS 466 (M+l) 1 




Example No. 35 


1H NMR(5) ppm 

300MHz, CDC13 

7.9K1H. s),7.59 2H,d J=8 

.7Hz),7.49-7.30(7H,b),7. 

ll(2H,d,J=8.8Hz).5.15(2H 

,s),4. 19 (1H, quint. J=8. 8H 

z),2.41-2.22(2H,m),2.13- 

1.49(14H,m) 


O 


purity >9 0% (NMR) 


MS 427 (M+l) 


Example No. 36 


1H NMR(6) ppm 

" 300MHz, CDC13 
8.40(lH,d,J=1.4Hz).7.95( 
lH,dd,J=8.€, 1.4Hz),7.6l( 
2H, d, J=8. 7Hz) , 7. 57-7. 30 V 
6Hm),7. 13<2H,d,J=8.7nz) 
, 5. 16 (2H, s) , 4. 95 (1H, quin 
t,J=8.8Hz),2.64(3H,s),2. 
4u _ l. 04 von, mj 


0 

II 

0 


Purity >9 0% (NMR) 




MS 411 (M+l) 
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Table 3 



Example No. 37 


IH NMR(6) ppm 

300MHz, DMS0-d6 
10.47(lH,brs,),9. 15(lH,b 
rs),8.40(lH, s),8.07(lH,d 
,J=9.0Hz),7.93(lH, d, J*8. 
7Hz),7.77<2H,d.J=8.7Hz), 
7. 55-7.29(7H,d),5.26(2H, 
s),4. 93 (1H, quint. J=9. 0Hz 
),3.77-3.63(2H,m) r 3. 39-3 
.23(2H,m),2. 84(6H,d. J=4. 
8Hz), 2. 32-1. 60 (8am) 


o 

Purity >9 0% (NMR) 


MS 483(M + 1) 


Example No. 38 


1H NMR(6) ppm 

300MHz, CDC13 t t ^ 
8. 69(1H, s),8. 19(1H, d,J=9 
,0Hz),7. 62 (2H, d,J=8.7Hz) 
,7.54(1^^1=9.0112), 7.48 
-7. 36 (5H, m) ,7. 15(2H.d J= 
8. 7Hz). 5. 17(2H,s) f 4.98(1 
H, quint. J=9.0Hz), 2. 27-2. 
07(6H,fl5, 1.82-1. 78(2H.m) 


b 


purity >9 0% (NMR) 


MS 41404+1) 


Example No. 39 


1H NMR(8) ppo 

300MHz, DMS0-d6 v n/ 
7.84(lH,d,J=9.0Hz).7.79( 
2H, d, J=8.7Hz),7.52-7.33( 
8H mS,7.26(lH,d,J=9.0Hz) 
,5. 27 (2H, s),4.92(lH,quin 
t.J=9.3Hz),2. 19-1.70(8H, 


»5 ^ ~ ^ 



Purity > 9 0% (NMR) 



MS 



384 (M+l) 
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Table 4 



Example No. 



40 




Pur ity >9 0% (NMR) 
MS 426(M^D ~ 



1H NMR(6) ppm 
300MHz, CDC13 

7.72(1H, s),7.60-7.35(10H 
,m),7. 10(2H,d,J=8. 7Hz),5 
.14(2H, s),4.90(lH,ouint. 
J=8.8Hz). 2.29-2. 19(2H,m) 
,2. 19C3H, s),2.19-1.74(6H 
,m). 



Example No. 41 


1H NMR(6) ppm 

300MHz, CDC13 
7.66(lH,s),7.61 2H,d J=8 
.8Hz),7. 50-7. 28(7H,o),7. 
12 (2H, d, J=8. 8Hz) , 6. 86 UH 
br S ):s:i5(2H.s) 4 94<1H 
, quint, J=8. 8Hz) , 2. 97 (3H, 
s), 2. 29-1. 76(8H,m). 


^ — * \ / 


Purity >9 0% (NMR) 


MS 462 (M+l) 


Example No. 42 


1H NMR( 6 ) ppm 

300MHz, DMS0 t 
8. ll(lH,s),7.81(lH,d,J=8 
.4Hz),7. 72(lH,d,J=8. 4Hz) 
,7.65(2H.d,J=8.4Hz) , 7 51 
<2H,m),7. 43(2H.m),7.37(l 
HrS,7.29(2H,s5,7.23(2H, 
d,J=8.4Hz),5. 22 (2H, s).4. 
890H,auintet.J^.2Hz),2 
.2-2. 0(6H,m),1.7(2H,m). 


o 


Purity >90% (NMR) 




MS 44 8 
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Table 5 



Example No . 43 


1H NMR(6) ppm 




300MHz, DMS0-d6 

8. 33(lH,s),8. 08(lH,d,J=9 

.0Hz),7.99(lH,d.J=9.0Hz) 

,7.47-7.41(4H,m),7.33(2H 

,d,J=8.4Hz),5. 22(2H,s),4 

. 96 (1H, quint. J=9. 0Hz) , 2. 

25-1. 60(8H,m),l. 30(9H,s) 


Purity >9 0% (NMR) 


MS 469 (M+1) 




Example No . 44 


1H NMR( 8 ) ppm 
300MHz, DMS0-d6 
12.9(2H,brs),8.25(lH,s), 
8. 00 (2H, d, J=7.8Hz), 7. 90 ( 
lH.d, J=8. 4Hz),7. 74(lH,d, 
J=8.7Hz),7. 67(2H,d, J=9.0 
Hz), 7. 62(2H,d,J=8. 1Hz), 7 
.24(2H,d, J=8.4Hz),5.32(2 
H, s) , 4. 88 (IK, quint, J=9. 0 
Hz, 2. 25-1.60(8H,m). 




Purity > 9 0% (NMR) 


MS 457 (M+1) 




Example No . 45 


1H NMR(d) ppm 

300MHz, DMS0-d6 
13.4(lH,brs),8. 32(lH,s), 
8. 06 (1H, d, J=8. 7Hz) , 7. 97 ( 
lH,d,J=8. 7Hz),7. 79 (2H, d. 
J=8. 8Hz),7. 56-7.48(4H,m) 
,7. 33 (2H, d,J=8. 8Hz),5. 27 
(2H,s),4. 95 (1H, quint, J=8 
.9Hz),2. 30-1.60(8H,m). 




Purity > 9 0% (NMR) 


MS 447 (M+1) 
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Table 6 



Example No. 46 1 


H NMR(6) PPn> 

J0OMHz.DMSO-d6 
3.33(lH.s),8.07(lH > d,J=8 
7Hz),7.98(lH,d,J=8.7Hz) 
7. 80 (2H, d,J=8. 4Hz),7. 34 
(2M,8.4Hz},7.19CiH,d,J 
=3 6Hz),7.09(lH,d,J=3.6H 
z),5.41(2H,s),4. 95(lH,qu 
int l J=8.7Hz).2.30-1.60(8 

H.m). 


0 


Purity >9 0% (NMR) 


MS 453 (M+l) 


Example No. 4 ' 


1H NMR( 8 ) ppm 

300MHz, DMS0-d6 , 
8.33(lH,s).8.07(lH d J=8 
.4Hz),7.98(lH,d.J=9.0Hz) 
,7. 82-7. 72(6H,m),7. 35 (2H 
d.J=9.0Hz).5.40(2H.s).4 
. 95 (1H, quint. J=8. 7Hz),2. 
35-1.60(8H,m)- 


0 

o 


Purity >9 0% (NMR) 
M <; 481 (M+l) 


Example No. 48 


1H NMR(6) ppm 


0 


300MHz, DMS0-d6 , t n 
8.23(lH,s),7.88(lH.d J=8 
.4Hz),7.70(lH,d,J=8.4Hz) 

7 64(2H,d,J=8.4Hz),7,43 
\2H?d,J=8 4Hz).7.20(2H,d 

T=8 4Hz> 6.98(2H,d, J=8. 

quint, J=8. 7Hz) , 3. 77 (3H, s 
),2. 35-1.60(8H,nO. 


Puritv >90% (NMR) 




MS 443(M+1) 
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Table 7 



Example No. 



49 




1H NMRC6) PPm 
300MHz, DMS0-d6 
8.93(2H, d,J=6.6Hz),8.35( 
1H, s),8.06-8.04(3H.m),7. 
97 (1H, d,J=8. 7Hz),7. 83 (2H 
,d,J=8. 7Hz),7.38(2H,d,J= 
8. 7Hz), 5. 61 (2H, s),4. 94(1 
H, quint. J=8. 7Hz) , 2. 40-1. 
60(8H,m). 



Purity >9Q% (NMR) 



MS 



414 (M+i) 



Example No. 



50 




purity > 9 0 % (NMR) 



427 (M+l) 



1H NMR(6) PPO 

300MHz, DMS0-d6 

8.33C1H. s),8.08(lH,d J-8 

.7Hz),7.99(lH.d,J=9.0Hz) 

,7.78(2H,d,J=8.4Hz) 7 39 

(2H,d,J=8. lHz),7. 32(2H,d 

,j"8.7Hz),7.23(2H,d,J=7. 

8Hz),5. 22(2H, s),4.96(lH, 

quint,J=9.0Hz),2.32(3H,s 

>,2. 30-1.60(8H,m). 



Example No 



51 




1H NMR( 5 ) ppm 

300MHz, DMS0-d6 
8.31(lH,s),8.03(lH,d,J=9 
.0Hz),7.93(lH,d,J=?.0Hz) 
7 77(2H,d,J=8.4Hz),7.31 
'(2H,d,J=8.7Hz),5.07(2H s 
),4. 94 (1H, quint, J=8.7Hz) 
,2.45(3H,s),2.26(3H,s),2 
.26-1.60(8H,m). 
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Table 8 



Example No. 52 3 


H NMR( 5 ) ppm 

300MHz, DMS0-d6 
12.7(lH,brs).10.0(lH,s). 
B.22(lH,s),7. 87(lH.d.J=8 
,6Hz),7. 69(lH,d,J=8.6Hz) 
,7. 53 (2H, d,J=8.6Hz),6.96 
(2H,d,J=8.6Hz),4. 89(lH,a 
uint.J-9.0Hz), 2. 30-t.60< 
8H,m). 


s 

0 


Purity >9 0% (NMR) 


MS 323 (M+l) 


Example No. 53 


1H NMR(5) PPm 

300MHz, DMS0-d6 
9. 18(lH,t.J=S.6Hz),8.34( 
lH,s),8.04(lH,d,J=9.6Hz) 
,7. 98 (1H, d,J=8. 7Hz),7.80 
(2H, d,J=8.7Hz).7. 62-7.32 
7H S.5.27(2H,s) 4 95(1 
H, quint ,>?.0Hz . 99 2H 
, d^ J=5. 7Hz) , 2. 40-1. 60 (8H 


o 

o 


Purity >9 0% (NMR) 


MS 470 (M+l) 


Example No. 54 


jlH NMR( 6 ) ppm 
300MHz, DMS0-d6 
8. 32(1H, s),8.05(lH, d, J=8 
.7Hz),7.95(lH, d,J=8. 7Hz) 
7 80(2H,d,J=8.4Hz),7.67 
VlH t J=4.5Hz),7.56(lH,t 
\4.5Hz),7.45-7.42(2H,m 
i,7.35(2H,d,J=8.4Hz),5 3 
1(2H, s),4.96(lH,quint.J= 
9.0Hz),2.30-1.60(8H,m). 


0 

0 


Purity >9 0% (NMR) 




MS 447 (M+l) 
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Table 9 



Example No. 55 


IH NMR(6) ppm 

300MHz, DMS0-d6 

12. 78 UH.br n jw n 

s),8.24(lH,s),7. 88and7.7 

2(2H,ABq,Jf8.6Hz),7.66an 

d7. 23 (4H, A B q, J=8. 6Hz), 

7. 58UH,s),7.48-7.42(3H, 

m),5.24(lH.s),4.88(lH,QU 

int.J=8.8Hz),2.30-1.91(6 

H, m), 1.78-1. 60 (2H,m) 


0 


purity >9 0% (NMR) 


MS 447 (M+l) 


Example No. 56 


1H NMR( 6) ppm 
300MHz, DMSO 

12. 89(lH,broad),8. 18 (1H, 
S ),7.87(lH,d,J=8.4Hz),7. 
74 (1H, d,J=9.2Hz),7.67(2H 
,d,J=8.8Hz).7.52(2H.ii0.7 
:45(2H,o),7.38aH, m ),7.2 
3(2H,d,J=8.8Hz).5.22(2H, 
s).4. 94 (1H, quintet. J=8. 9 
Hz5,2. 16(4H,m),l. 98(2H,m 
),1.73(2H,m). 




Purity >9 0% (NMR) 


MS «8W 


Example No . 57 


1H NMR(5) PPn 
300MHz, DMS0-d6 
10. 99(1H, s),8. 26(lH,s),8 
.01-7.86C4H, m), 7. 69-7. 59 
(5H m) , 7. 38 (2H, d, J=8. 7Hz 
) , 4! 86'(1H, quint. J=8. 7Hz) 
9 19-1 Q0(6H m). 1.72-1. 
59(2H,m) 


a 

o 


Purity >9 0% (NMR) 




MS 462 (M+l) 
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Table 10 



Example No. 58 1 


H NMR(5) PPn 

SOOMHz, DMS0-d6 
12.78(lH.s).10.69(lH v s). 
8. 26-7.72(9H,m),4.92(lH, 
quint.J»9.0Hz),2.34-1.70 
(6H,m). 1.75-1. 61 (2H,m) 


o 


purity >9 0% (NMR) 
Mq 494 (M+l) 


Example No. & y 


1H.NMR(5) ppm 

300MHz, DMS0-d6 

10. 82 (IH. a). 8. 34 (II ,s),8 

.14and7.84(4H,ABq,Jf8,4H 

z) , 8. 06and7. 66 (4H, A B q. 

A.6Hz),8.06-7.98(4H,m) 

,5.0l(lH,quint.J=9.3Hz), 

2. 35-2. 15(4H,m), 2. 11-1. 9 

e fnu ra > 1 80-1. 62 (2H, m) 

- 


0 

0 


Puritv >9 0% (NMR) 
M q 460 (M+l) 


Example No. 60 


1H NMR(6) ppm 

" 300MHz, DMS0-d6 
10.6l(lH,s),8.32(lH.s),8 
12and7.81(4H,ABq,J r 8.9H 
z) 8 03and7. 93 (2H, A B q, 
J=8.7Hz),7.95and7.59(4H, 
A /r B'q,J=8.4Hz),4.99(lH,a 
uint%.0Hz),2.33-2.12( 
4H?m5,2.10-1.93(2H,m).l. 
80-1.63(2H,n),l. 34(9H,m) 


^O£oyo+ 


Purity >9 0% (NMR) 
482 (M+l) 
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Table 11 



Example No. 61 3 


H NMR(6) ppm 
300MHz, DMS0-d6 
10.6(lH,s),8. 34 (1H, s),8. 
13 (2H, d,J=8.7Hz),8. 09-7. 
98(4H,m),7.82(2H.d.J=8.7 
Hz),7.50-7.35(5H,m),7.20 
-7. 17(2H,d,J=9.0Hz),5. 24 
(2H,s),5.01(lH, guint.J=9 
.3Hz).2.40-1.60(8H,m). 


0 

JL^n^h a«v h 

<b ^ 


Purity >9 0% (NMR) 


MS 532 (MH> 


Example No. 62 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 to 
8.32(1H, s),8.26(lH,d,J=8 
.7Hz),8.04(lH,d,J=8.7Hz) 

7. 77 <2H, d,J=8.4Hz),7.52 
(2H d, J=6.9Hz),7.46-7.39 

5h S;5-28(2H,s) 4.38(1 

H, m5,3.7l(lH,m),2.60-2 .1 
5(2H n),2.04-1.96(4H,m), 

I. 30-1. 20 (2H,m). 


0 

Q 

OH 


Purity >9 0% INmk; 


"MS - 443 (m+1) 


Example No. 63 


|lHNMR(6) ppm 


Q 


300MHz, DMS0-d6 
8.27(lH,s),8. 14(lH,d.J=8 
.7Hz),7.96(lH,d,J=8.4Hz) 
.7.7K2H, d,J=9.0Hz),7.51 
(2H. d, J=6. 9Hz; , 7. 46-7. *( 
(3H,m),7. 30(2H,d,J=8.4Hz 
),5. 25(3H.s),4.39(lH.m), 
3.44(^,3.27(35,8), 2. 
cn-1 aKfRU m) 1 25-1.051 
2H,m). 


Purity $9 0% (NMR) 




MS 457 (M+1) 
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Table 12 



Example No. 


64 


1H NMR( 6 ) PPm 

300MHz, DMS0-d6 

12. 25(lH,brs),7.70-7.30( 

9H.m).7.20(2H,d,J=8.7Hz) 

7 14(1H d T=8 4Hz).5. 20 
(2H, s),4.84(lH,quint,J=6 

mir** ^ fifi(2H s) 2.30-1. 
51(8H,tn) 


o 


Purity >9 0% (NMR) 




MS 427 01+1) 





Example No. 65 


1H NMR( 6 ) ppm 




300MHz, DMS0-d6 
12.64(lH,brs),8. 13 (IH, s) 
,7.80(lH,d,J=7.2Hz),7.59 
(lH,d.J=8.7Hz),7.48-7.30 
(5H S,5.1l(2H,s),5.03(l 
H, quint, J=8.7Hz), 4. 20-4. 
05(2H,n), 3.45-3. 90 (3H,m) 
,2. 15-1. 60(12H,m) 


Purity >9 0% (NMR) 


M S 448 (M+D 


Example No. _J6_JlH NMR(6) ppm 




3UUMHZ, imair-ao 
i0.59(lH,s),8.3l(lH,s),8 
. 10(2H,d,J=8. 6Hz),8. 03(1 
H, d,J=8. 7Hz),8. 00-7.85(3 
Hm.7.80(2H,d,J=8.6H S ), 
7:4l'(2H,d,J=8.2Hz).4.98 
1H, quint, J=8. 8Hz),2. 71-1 
. 10U9H, m) 


purity >9 0% (NMR) 


|MS 508 (M+l) 
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Table 13 



Example No . 67 


LH NMR(5) ppm 

300MHz, DMS0-d6 
12.81(lH,brs).8.42(lH, s) 
,7.90(1H. d.J=8. 5Hz),7. 80 
-7. 52(6H,m),7.44(2H,d,J= 
8.6Hz),5. 25 (2H, s),4. 88(1 
H, quimt.J=8.8Hz),2. 30-1. 
52(8H,m) 


0 

o 


Purity >9 0% (NMR) 


MS 481 (M+l) 


Example No . 68 


1H NMR(5) ppm 

300MHz, DMS0-d6 
8.3l(lH,d,J=1.4Hz).8.05( 
lH,d,J=8.6Hz),7.96(lH,d. 
J=8. 6Hz) , 8. 86-8. 61 (4H, m) 
,7.51(lH,d,J-6.3Hz), 7 33 
(2H,d,J=8.8Hz),5.28(2H,s 
) , 4. 94 (1H, quint. J=8. 8Hz) 
,2.31-1.60(8H,m) 


0 

b 


Purity > 9 0 % (NMR) 


MS 481 CM) 


Example No . 69 


1H NMR(6) ppm 




300MHz, DMS0-d6 , 
9.B8(lH,s).9. 42(lH,s), 8. 
32(1H, s5,8.09and8. 02(2H, 
ABij^9.0Hz),7.81and7.78 
(4H,A , B'q,J=9.2Hz),7.50( 
2H,d,J=7.8Hz),7.31(2H t 
J=7.8Hz),7. 00 (1H, t,J=7.8 
Hz) , 5. 03 <1H, quint. J=8. 7H 
z),2. 34-2. 17(4H,m),2.13- 
1 . 96 (2H, n) , 1 . 83-1 . 64 (2H, 
" m) 


Purity >9 0% (NMR) 




MQ 441 (M+l) 





79 
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Table 14 


Example No. 70 


1H NMR(6) ppm 


0 

fi 

b o 


300MHz, DMS0-d6 
8. 27(lH,d,J=1.2Hz),8.04( 
1H, d.J=8.7Hz).7.94(lH,d, 
J=8. 7Hz).7.72(2H,d,J=8.7 
Hz), 7. 60-7. 20(12H,m)6. 74 
<lH,s),4.92(lH,quint.J=8 
qu 7 ) ? 58(8H.m) 


Purity >9 0% (NMR) 




MS 489 (M+l) 






Example No. 71 


1H NMR(6) ppm 

300MHz, DMS0-d6 t 
8.31(lH,s),8. 05(lH,d,J=8 
7Mr) 7 97 (1H. d. J=8. 7Hz) 
,7.76(2H,d.J=8. 6Hz),7.44 
-7 19 (7H m) , 4. 94 (1H, qum 
t,j=8.8Hz),4.35(2H,t,J=6 
.7Hz),3. 10 (2H, t.J=6. 7Hz) 
,2. 32-1.60(8H,m) 


0 

0 o 


Purity >9 0% (NMR) 




MS 427 (M+i) 




Example No. 72 


1H NMR(6) ppo 

300MHz, DMS0-d6 
8. 30(iH,s),8. 25(lH,d,J=8 
.7Hz),8. 03 (1H, d,J=9. 0Hz) 
,7. 75(2H,d,J=8. 7Hz),7. 51 
(2H,d.J=7. 2Hz),7.46-7.33 
(5H.m},5. 27 (2H, s), 4, .36(1 
H,m5,2. 50-2. 25(2H,m),2.1 
5-2. 00 (2H,m), 1.95-1.85(2 
H,m),1.35(lH,m). 1.20-1.1 
0(2H,m),0. 87 (9H, s). 




Purity >9 0% (NMR) 




1 MS 483 (M+l) 





80 
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Table 15 


Example No. 73 


IH NMR( 5 ) ppm 

300MHz, DMS0-d6 
7.59(2H,d.J=8.4Hz),7. 52- 
7.35<6H,m),7. 20(2H,d,J=8 
.7Hz), 7. 14(1H, d,J=2. 1Hz) 
,6.90(1H, dd,J=9. 0,2.4Hz) 
f 5.2l(2H, s),4. 83(lH,quin 
t,J=8. 7Hz),4. 70(2H,s),2. 
30-1.90(6H,m), 1.75-1. 55 < 
2H,m). 


0 

\ M — V 

a 


Purity >9 0%(NMR) 


M q 4430*1) 



Example No. 



74 



a 



Purity >9 0% (NMR) 



MS 



412 (M+l) 



1H NMR( 6 ) ppm 

300MHz, DMSO-d6 

8. 27 (1H, s),8. 06and7. 97(2 

H,ABq,J=8. 7Hz),7.57and6. 

86(4H,A'B* q,J=8.9Hz) ,7.4 

2-7.26<5H,m),5.04(lH,qui 

nt,J=9.0Hz),4.42(2H, s),2 

. 32-1. 94(6H,m), 1.80-1. 62 

(2H,m) 



Example No . 



75 



h 



Purity >9 0% (NMR) 
^ "476 m) 



1H NMR(6) ppm 

300MHz, DMS0-d6 
12.80C1H, s),8.26(lH,s),7 
.90(lH,d.J=9.2Hz),7.76-7 
.60(8H,m),7.35(2H,d,J=8. 
4Hz),4.84(lH,quint,J=8.8 
Hz), 3. 23(3H,s),2. 32-1.90 
(6H,m),l. 78-1.61(2H,ni) 



81 



Table 16 


Example. No . 76 


1H NMR ( 6 ) ppm 
300MHz, DMS0-d6 
8.29(lH.s),8. 07and7.49(2 
H f ABq, J=8. 7Hz) , 7. 66and7. 
00(4H,A'B'q.J=7. 7Hz),7.3 
9-7. 24(5H, m) , 5. 05 (1H, qui 
nt,J=8.8Hz),4.76(2H, s),3 
.2l(3H,s),2.35-1.92(6H,m 
), l. 81-1. 62 uh, m; 


0 

jj 

o 


Purity >9 0% (NMR) 




MS . 426 (M+L) 




Example No. 77 


1H NMR( 6 ) ppm 

300MHz, DMSO-d6 
8.2K1H, s),7. 87 (1H, s),7. 
56and7. 43 (4H, ABq. J=8. 1Hz 
),7.34-7. 16(5H.m),4. 25(1 
h,brt,J=12.5Hz),3.06-2.9 
2(4H,m),2.41-2. 17(2H,m), 
L 96-1. 77 (4H, in), 1.72-1. 5 
8 (lH.m), 1.48-1. 15(3H,o) 


0 

jj 

0 


Purity >9 0% (NMR) 




MS 425 (M+l) 





Example No. 78 


1H NMR( 5 ) ppm 

300MHz, DMS0-d6 

8. 14 (1H, s),7.79(lH,d,J=9 

.0Hz),7. 57(lH,d.J=8.7Hz) 

,7.40-7. 20(5H,m),4.89(lH 

, quint, J=8. 7Hz) , 3. 54 (2H, 

s),3. l9-2.90(3H,m),2. 23- 

1.69(14H,m) 




Purity > 9 0% (NMR) 




MS 404 (M+l) 
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Table 17 



Example No. 79 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 

8. 15 (1H, s),7.8l(lH,d,J=8 

.4Hz),7. 59(lH,d,J=9.0Hz) 

,7. 50-7. 38(5H,o),5. 05 (1H 

, quint. J=9. 0Hz) , 3. 85-2. 9 

5(3H,m5,2. 20-L65(14H,m) 


0 

b ° 


purity ?3 U70 \tssvii\./ 


MS 41801+1) 


Example No. 80 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8.17(lH,m),7.84(lH > d.J=8 
.4Hz),7. 78-7. 62(3H,n),7. 
49(2H,d.J=8. lHz).5. 05-4 
91(lH,nO,3.80-3. 70<2H,m) 
,3.30-3. 12(lH.m),2.48-2. 
31(5H,m),2. 15-1.60(12H,m 
) 


0 


Purify y uto v- l>|iVix ^' 


MS 468 (M+l) 


Example No. 81 


1H NMR(fi) PPO 

300MHz, DMS0-d6 
12.75<lH,brs),8.21<lH,d, 
J=1.4Hz),7. 49(lH,d,J=8.6 
Hz),7.85(lH,dd,J=8.6.1.4 
Hz) , 7. 70-7. 55 (5H, m; , 7. 26 
(2H, d,J=8.7Hz),5.25(2H,s 
),4. 36-4.15(lH,nO,2.39-2 
.18(2H,nO,2.00-1.78(4H,m 
) 1 70-1 57 (1H, m) , 1. 48-1 
. 15'(3H, m) 


0 


purity >9 0%(NMR) 




MS 495 (M+l) 
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Table 18 



Example No. 82 


1H NMR(6) ppm 
300MHz, DMS0-d6 
8.27(1H, s),8.22(lH, d,J=8 
..7Hz),8. 02(lH,d,J=8. 7Hz) 
,7. 69(2H,d.J=8.7Hz),7.60 
-7.50(4H,o),7.45-7. 25 (8H 
,m),6. 75 (1H, s), 4. 21-4. 23 
(lH,m),2. 39-2. 18(2H,m),2 
. 10-1. 7ov4H, m), l. IV I. io 
(4H,m) 


8 

o o 


Purity >9 0% (NMR) 


MS 503 (M+l) 


Example No. 83 


1H NMR( 5 ) ppm | 

300MHz, DMS0-d6 
13.2(lH,brs),8. 30(lH,s), 
8. 23(lH t d,J=8.8Hz) , 8. 02( 
lH,d,J=8.7Hz).7. 74(2H,d. 
J=8.6Hz),7.40-7. 33(5H.m) 
f 5.22(2H, s),4.36(lH,m),2 
!50-1.40(10H,m),1.31(18H 
,s). 


i VL 

O * 


purity >9 0% (NMR) 




MS 539 (M+l) | 



Example No 


84 


1H NMR( 6 ) ppm 
mixture of 

i somer s (c i s : trans=3 : 1; 
300MHz, DMS0-d6 
8. 30(1H, s),8. 20-7. 95 (2H, 
ni),7. 72 (2H, d. J=8. 4Hz) , 7. 
52-7. 29(7H,m),5. 25(2H,s) 
,4. 34, 3. 40 (1H, a). 2. 50-2. 
20 (2H, m) , 2. 05-1. 50 (6H, m) 
.1. 14;<>.90(3H,d,J=6.9,6. 
3Hz).l.09<lH,m). 










Purity 


>9 0% (NMR) 




MS 


441 (M+l) 
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Table 19 



Example No . 85 3 


H NMR( 6 ) ppm 

300MHz, DMS0-d6 # . 
8.25(lH f s),8.U-7.83(6H, 
m),7. 77-7.44(5H,m),7. 21 ( 
2H d,J==7.8Hz),4.44(2H br 
t),4.31(lH,brt),3. 56(2H, 
brt),2. 20-2. 16(2H,m),2.0 
0-1.74(4H,m),l. 70-1.55(1 
H,m),l. 45-1. 14(3H,m) 


> — / 


Purity >9 0% (NMR> 


MS 491 OM) 


Example No . 8b 


1H NMR( 5) ppm 

300MHz, DMS0-d6 o 
12.75(lH,s).8.23(lH,s),8 
.15(lH,d,J=7.6Hz),8.02-7 

53 10H,m),7.32(2H,d £8 
.7Hz),5.68(2H.s),4. 32 (1H 

brt J=12.2Hz5,2.41-2 20 
(2H,m),2.01-1.78(4H,m).l 
.71-1.56(lH,m),l. 50-1.16 
(3H, nO 




Purity >9 0% (NMR) 


M q 477 (M+D 


Example No. 87 


1H NMR( 5) ppm 




300MHz, DMS0-d6 
12. 75(lH l brs),8. 16(lH,s) 
,7.91and7.82(2H,ABq,J=8. 
5Hz),7.44and6. 86(4H,A B 
Q l J=8.6Hz),7.39-7.26(10H 
?y,4.82(2H, S ),4.35(lH,b 
rt T=12.2Hz),2. 35-2. 16(2 
5^^i;97-i:75(4H,m),1.6 
Q-l 56 (1H m) 1. 45-1. 16(3 
_ H.m) 


purity >9 0% (NMR) 
1^" 516(HH) 
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Table 20 


Example No . 88 


IH NMR(6) ppm 

300MHz, DMS0~d6 
8.31(lH,s),8.26and8. 06(2 
H,ABq,J=8.9Hz).7.73and7. 
22 (4H, A B q. J-8. 7Hz; , (. o 
0-7. 36(8H,m),5. 10(2H.s), 
4. 37 (1H, brt, J=12. 2Hz) ,2. 
38-2.28(2H,m),2. 10-1. 80 ( 
AH 1 70-1 56 (1H. m),l. 
50-1. 20 OH, m) 


o 

o 


Purity >9 0% (NMR) 




MS 503 (Mtl) 




Example No . 89 


1H NMR ( 6 ) ppm 


8 

o 




Purity 9 1% (H PLC) 




MS 42701+1) 





Example No . 90 


1H NMR(6) ppm 


6 b 


300MHz. DMS0-d6 
8.40-8.20(2H,m),8.04(lH, 
d,J=8.4Hz),7. 65 (2H, d, J=8 
.4Hz),7. 50-7. 10(l2H.m),5 
.08(lH.m),4.33(lH.m),3.p 
0(4H,m),2.50-l. 10(10H,m) 


Purity > 9 0% (NMR) 


MS 53UU+1) 



86 
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Table 21 



Example No . 91 1 


H NMR( 6) ppm 


0 

6 o 


300MHz, DMS0-d6 , n 
B.31(lH,s),8.27 1H.d.J=8 

«m \ n AO D AO f OU ml 7 

. 7Hz) , 8. 08-8. Ud Un, w , f . 
77-7.58<5H,m),7.31(2H,d, 
J=8. 7Hz) , 5. 81 \2tt, s) , 4. w 
(lH,m).2.50-1.20(10H,m). 


Purity #39 0% (NMR) 




us 455(M+1) 




Example No. yz 


1H NMR(6) ppm 


2HCI 

0 

6 ° 


300MHz. DMS0-d6 
11.8(lH,brs),8.07(lH,s) v 
7. 89 (1H, d, J-8. liWi i««i 
lH.d > J=8.4Hz),7.69(2H.m) 
, 7. 48 (3H. m) , 4. 42 (2tt. s), 4 
:il(lH,m5.3.73(4H v m 1.3.4 
rt^AH mi 9 40-1 40(10H, m) 


purity >9 0% (NMR) 




MS 419 (M+l) 




Example No . 93 


1H NMR(6) ppn 


JL ^.u /=\ — ( /=\ 

6 


300MHz, DMS0-d6 

8 32(1H. S ),8.28(1H d,J=8 

. 9Hz) , 8. 05 (1H, d, J-8. Ttiz) 

7.72(2H,d,J=8. 7Hz),7. 38 
(4H. d. J=7. 2Hz) , 7. 31 \4H, t 

J=7 3Hz).7.21-7.17(4H.m 
\ 4 W?1H n) 4.26(lH,t,J 

2 ) 2.57(2H,m),2 5p-2.20( 
2Hm).2.10-2.00(2H,n),2 
" 00-1. 75(2H,n), 1.75-1. 55 ( 


Purity >90% (NMR) 


lH,o), 1.55-1. 20 (3H, m). 


us 531(M+1) 
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Table 22 



Example No . 


94 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
8.32C1H, s),8.27(lH,d,J=9 
nHr^ R ASflH d T=8 7Hz) 
,7. 75-7. 70(3H,m),7.56(lH 
, d, J=8. 4Hz) , 7. 55-7. 35 C6H 
,m$.7.22(2H,d,J=8.7Hz),5 
.11(2H, s),4. 36(lH.m),2.4 
0-2. 15(2H,m),2. 15-1.95(2 
H,m),l. 95-1. 75<2H,m), 1.7 
5-1. 55(lH,m),l. 55-1. 20(3 
H,m). 


6 


01 


Purity >90% (NMR) 


MS 537 (M+l) 






Example No . 


95 


1H NMR(5) ppm 

300Hz, DMS0-d6 
12.9(lH,brs),8. 02(lH,s), 
7.82(2H,m),7.40-7.25(5H, 
m),4.58(2H. s)', 4. 09(lH.n) 
,3.7l(lH,ffl),3.49(2H,m),3 
.2l(2H.m),2. 35-1.30U4H, 
m). 


6 


Purity >9 0% (NMR) 




MS 434 (M+l) 




Example No. 


96 


1H NMR( 6 ) ppm 


6 - 


o 


300MHz, DMS0-d6 
8.3K1H, d,J=1.3Hz),8.27( 
1H, d,J=8.8Hz),8. 05 (1H, d, 
J=8. 8Hz),7. 76(2H,d.J=8.7 
Hz), 7. 40-7. 25(4H,m),7. 06 
-6. 90(3H,m),4. 53-4. 26 (5H 
,m),2.40-2. 18(2H,m),2.12 
-1.56(5H,m), 1.50-1. 19 (3H 

.■> 


Purity >9 0% (NMR) 




MS 457 (M+l) 
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Table 23 



Example No. 97 


LH NMR(6) ppm 

300MHz, DMS0-d6 v . 
8.32(lH,d,J=1.3Hz),8.29( 
lH,d,J=8. 8Hz),8.05(lH,dd 
,J=8:8,1.3Hz).8.42 2H.d. 
J=8.8Hz),7. 37-7. 16(7H,m) 
4 48-4 30 (1H, m) , 4. 12 (2H 
; t ;j=6.2Hz).2.83-2.70(2H 
,Bi5,2.40-1.50(9H,in).l. 59 
-1. 19(3H,m) 


0 

ll _ 


Purity >9 0% (NMR) 


MS 455 (M+l) 


Example No . 98 


1H NMR(5) ppm 

300MHz, DMS0-d6 
8.28(1H, d,J=l.3Hz),8.2l( 
lH;d,J=8.8H Z ),8.0l(lH,d, 
J=10! lHz).7.70(2H,d.J=8. 
7Hz),7. 33-7. 12(7H,m),4.4 
4-4 28 (1H, m) , 4. 10 (2H, t, J 
=6. 3Hz),2. 62 (2H, t,J=7.4H 
z),2. 39-2. 15(2H,m),2. 10- 
1. 18(14H,m) 


0 


Purity >9 0% (NMR) 


MS 483 (M+l) 


Example No. 99 


1H NMR(5) ppm 
300MHz, DMS0-d6 

in n«hU Urol R QflllU d 

12. 93 UH, brs; , o. JvurijU, 
J=1.4Hz),8.04(lH.d.J=8.7 

ii \ t aofiu AA T=R 7 14 

Hz) , 7. 9Z Un, aa, j-o. f , i. * 
Hz), 7. 59-7. 34(5H.m),7.07 
MH O 5 38 (2H. s) , 4. 78-4 
.60(lH,m),2. 32-2.14(2H,m 
),2.03-1.28(8H,o) 


s O 


purity >9 0% (NMR) 




MS 418 (M+l) 
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Table 24 



Example No. 100 


1H NMR( 6 ) ppm 


o 


300MHz, DMS0-d6 

8. 46(lH,d,J=2. lHz),8. 16 ( 

1H, s),8. 00(lH,dd, J=8. 5,2 

.lHz);7.87(lH,d,J=8.5Hz) 

,7.68(lH,d.J=8.5Hz),7.55 

-7. 30(5H,m),7. 08 (IH, d,J= 

8.5Hz),5. 45(2H,s),4. 25-4 

.08(lH,m),2. 39-2.18(2H,m 

),2. 00-1. 75(4H,m), 1.70-1 

.55(lH.n), 1.45-1. 19(3H,m 

) 


Purity > 9 0 % (NMR) 


MS 427 (M+l) 


Example No. 101 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8.33(lH,s),8.31(lH,d.J=6 
.9Hz),8. 06(lH,d, J=8. 4Hz) 
,7. 76and7. 29 (4H, ABq, J=8. 
9Hz),6. 68 (2H, s),4. 37 (1H, 
m),4. 35 (2H. t, J=7.0Hz),3. 
79 (6H, s),3. 63 (3H, s),3. 04 
(2H, t,J=6.9Hz),2.30(2H.m 
),2. 04(2H.m),l. 86(2H.m>, 
L65(lH,in^l. 50-1. 15 (3H, 
m) 


0 

W )=< ck, 

KjB-0 0 
V 


Purity >9 0% (NMR) 


MS 531 (M+l) 


Example No. 102 


IH NMR(5) ppm 

300MHz, DMS0-d6 , 
12.88<lH,s),8.34(lH, s),7 
86 ( IH d. J=8. 5Hz) , 7. 73 (1 
H, d,J=8. 5Hz), 7. 63and7. 23 
(4H, ABq, J=8. 7Hz),7. 52-7. 
35(5H,k5.5.22(2H,s),4.31 
(lH.m),2.39(2H.m), 1.79(2 
H f m),1.53(2H.m),1.3t(2H. 
m ,1 ll(3H,s},0.95(3H,s) 


jj 


Purity >9 0% (NMR) 




MS 455CM+1) 
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Table 25 



Example No . 103 


1H NMR(fi) ppm 


II \ / \s 


300MHz, DMSO-dB 
12.79(lH,brs),8. 22(2H,s) 
,8.02-7.78(4H,m),7.63-7. 
42(6H,m),7. 20-7. 09(2H,m) 
,4.43(2H.s),4. 27(lH.brt, 
J=12. 2Hz) , 3. 59 (2H, s) , 2. 3 
9-2. 15(2H,m), 1.98-1.72(4 
H,m). 1.68-1. 59 (lH,m), 1.4 
3-1.12(3H,n) 


purity >9 0% (NMR) 


MS 491 (M+D 


Example No. 104 


1H NMR(6) ppm 

300MHz, DMS0-d6 # 
12. 75(lH,s),8. 23(lH,s),7 
.94and7.86(2H,ABq,Jf8 6H 
z),7.64and7.05(4H,A B q. 
J=8. 7Hz),7. 32-7.09(9H,m) 
5 13 (2H. s) . 4. 28 (1H, br t, 

), 1.95-1. 77 (4H,m), 1.66-1 
56 (1H m) 1 46-1. 10 (3H, m 


Q 

v./ 


Purity >9 0% (NMR) 


MS 519 (M+l) 


Example No. 105 


1H NMR(6) ppm 


0 


300MHz, DMS0-d6 
8.23(1H, s),7.94and7. 87(2 
H,ABq,J=8.6Hz),7.68and7. 
17 (4H, A' B' q. J=8. 7Hz} , 7. 4 
6-7. 33 (6H, m) , 6- 93and6. 75 
f2H A*B*a J=8 2Hz),6. 82 ( 
1H,S),5.13(2H: S ),4.30(1H 
,brt,J=12.2Hz),2.39-2 18 
(2H,m), 1.98-1. 77(4H.m) 1 
. 71-1. 59(lH,m). 1.48-1. 20 
" (3H,m) 




Purity >9 0% (NMR) 


MS 619 CM) 
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Table 26 



Example No. 106 


LH NMR( 6 ) ppm 

300MHz, DMS0-d6 

12. 89 OH, brs),9. 73(lH,s) 

,8. 24 (1H, s),8.03and7. 91 ( 

2H,ABq.J=8.7Hz)J.66and7 

04 (4H, A B q, J=8. 7Hz) , 7. 
16-7. 03(3H,m).6.89(2H I t, 
J=9.2Hz),4.33(lH,brt,J=l 
2.2Hz),2.40-2.18(2H f m),2 
.00-1. 78 (4H,m), 1.70-1. 58 

(lH,m),l. 50-1.20(3H,m) 


0 


purity >9 0% (NMR) 


MS 429 (M+l) 


Example No. 107 


1H NMR(6) ppn 

300MHz, DMS0-d6 
12.98(lH,brs),9.82(lH,br 
s),8. 27(lH,s),8.09and7.9 
4 (2H, ABq, J=8. 7Hz) , 7. 74an 
d7. 22 (4H, A' B* q, J=8. 7Hz) , 
7.28-7. 22(lH,m),6. 67-6.5 
4(3H.m),4.35(lH,brt,J=12 
2Hz) 2 40-2. 20 (2H, m) , 2. 
05-1.80(4H,m),l. 72-1. 59 ( 
lH,n), 1.50-1. 21 (3H,m) 


o 

"'VyV-O-a 


Purity >9 0% (NMR) 


MS 429(M+1) 


Example No. 108 


1H NMR(5) ppm 


0 


300MHz, mO-dB 
8.24(lH,s).8.01and7.90(2 
u &Rn t=r 7Hz) 7. 65and7. 
03(4H,A'B'q.J=8 7Hz).7.3 
2-7. 20 (3H,m). 7.08-7. 03(1 
H.m),4.32(lH.brt,J=12.2H 
z ,3.77(3H,s),2.36-2.20( 
2H,m),2.00-1.78(4H.m),l. 
71-1. 59(lH,m),l. 44-1. 11( 
3H,m) 


Purity > 9 0% (NMR) 


MS 443 (M+i) 
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Table 27 


Example No . 109 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
12.75(lH,s),8.24(lH,s),7 
. 96and7. 87 (2H, ABq, J=9. OH 
z) , 7. 69and7. 19 (4H. A' B q, 
J=8.6Hz),7. 37(lH,t.J=7. 1 
Hz ) . o. oflrT3. i u v.«Jn. m/ , 1.01 

(lH,brt, J=12.2Hz),3. 78(3 
H,s),2. 39-2. 20(2H,bj),1.9 
8-1. 78(4H,m), 1.76-1. 60(1 
H,m),l. 48-1. 13(3H.a) 


1 _ 

\ — / 


Purity > 9 0% (NMR) 


MS 443 (H+0 


Example No. 110 


1H NMR(«) ppm 
300MHz, DMSO-d6 
8.31(lH,s),8. 26and8.04(2 
H. ABq, J=8. 8Hz) , 7. 75and7. 
7l(4H,A*B , q,J=8.8Hz),7.3 
2-7. 03(4H.m),4.34(lH,brt 

t— 1 0 OU-.S t QA (OW t T=fi 
, J=1Z. £nz; , J. a* v^n, x. j 0 

.3Hz),2.40-2. 19(2H,m),2. 

ll-l.8l(4H,m),1.72-1.16( 

6H,m),0.71(3H,t,J=7.3Hz) 


0 


Purity >9 0% (NMR) 


MS 47101+1) 


Example No . HI 


1H NMR(6) Ppm 
300MHz, DMS0-d6 
8. 22(1H, s), 7. 91and/. BfW 
H,ABq,J=8. 7Hz),7.68and7. 
18C4H.A B q, J-p. ' tt 5i' / '; t ,s 
5(1H, t,J=8.5Hz),6.80(lH, 
d J=9 0Hz),6.72-6.68(2H. 
m),4.30<lH,brt,J=12.2Hz> 
> 3.94(2H,t.J=6.5Hz),2.39 
-2. 18(2H,m),1.97-l.S8(7H 
,m), 1.45-1. 20(3H,m),0. 97 
' (3H,t,J=7.4Hz) 




Purity >9 0% (NMR) 




MS 471 OW) 
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Table 26 



Example No. 112 


IH NMR( 5 ) ppm 

300MHz, DMS0-d6 t % m 
12.73<lH,s),8.22(lH,s),7 
. 94and7. 85 (2H, ABq, J=9. 3H 
z),7.61and7.0l(4H,A'B'q, 
J=8.6Hz),7.25-7.00(4H,m) 
,5. 25(2H,brs).4.55(2H,d, 
J«6.6Hz).4.29(lH.brt t J=l 
2.2Hz),2. 38-2. 18(2H,m),l 
. 96-1. 78(4H,m). 1.70-1. 56 
(1H.b),1.67(3H,s), 1.60(3 
H,s5,L 48-1. 15(3H,m) 


0 J 


Purity >9 0% (NMR) 


MS 497CM+D 


Example No. 113 


1H NMR(6) ppm 

300MHz, DMS0-d6 , 
12.75(lH,s),8.23(lH,s),7 
. 95and7. 86 (2H, ABq, J=8. 9H 
z ),7.69and7. 18<4H,A B q. 
J=8.9Hz),7.35(lH,t J=8.3 
Hz). 6. 81-6. 69(3H,m),5. 41 
<2H,brs),4.54(2H,d J=6 6 
Hz),4.3l(lH,brt, J=12.2Hz 
^2.41-2. 18(2H,mJ. 1.98-1 
.76(4H,m),1.73(3H,s),1.7 
0-1.58(lH,n),l-68(3H,s), 
1.45-1. 17(3H,m) 


o 


Purity >9 0% (NMR) 


MS 497 (M+l) 


(Example No. 114 


IH NMR( 5 ) ppm 

300MHz, DMS0-d6 f v „ 
12.73(lH,s),8.22(lH,s),7 

94and7. 85 (2H, ABq, J=8. 4H 
z ),7. 60and6.99(4H,A'B'q. 
J=8.6Hz),7.29-7.00(4H.b) 
,4.29(lH,brt, J=12.2Hz),3 

99(2H,t.J=6.3Hz),2.41-2 
.20(2H,m),1.95-1.76(4H,m 
),1. 70-1. 14(7H,m), 0.76(3 
H,d,J=6.6H Z ) 


n Zi 


purity >9 0% (NMR) 


US 499(M+1) 





94 
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Tabid 29 


Example No. 115 


1H NMR( 5) ppm 

300MHz, DMS0-d6 
8. 23(lH,s),7.93and7.87(2 
H, Afiq, J=8. 6Hz) , 7. 69and7. 
19(4H,A'B' q,J=8. 6Hz),7.3 
5(lH,t, J=7.8Hz),6. 82-6.6 
9(3H,m).4.30(lH,brt,J=12 
.2Hz$,4.00(2H, t.J=6.9Hz) 
, 2. 38-2. 20(2H,m), 1.97-1. 
54(8H,m), 1.47-1. 20 (3H, m) 
,0.93(6H,d,J=6.6Hz) 




Purity >9 0% (NMR) 


MS 49901+1) 


Example No. 116 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8. 30(lH,s).8.25(LH, d,J=8 
.9Hz),8. 03(lH,d,J=8. 8Hz) 
,7.68(2H,d,J=8.8Hz),7. 24 
(2H. d, J=7. 2Hz) , 7. 19-7. 10 
(6H,m) 1 6.94(2H, t,J=7.2Hz 
),4. 34(lH,m),4. 19<4H, brs 
),3. 10 (4H. brs), 2. 40-2. 15 
(2H,m),2. 10-1. 95(2H,m),l 
.95-1. 75(2H,m), 1.75-1. 55 
(IH.m), 1.55-1. 20 (3H,m). 


o 


Purity >9 0% (NMR) 


MS 557 (M+l) 


Example No. 117 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
12.8(lH,brs).8.22(lH, s), 
7. 98 UH, a, J=8. inz) , i.gik 
lH,d,J=8.6Hz),7.80 2H,d. 
t_q oft.) 7 72-7 67(3H,m) 
,7.59(2H.d.J=8.7Hz).7.54 
-7.51(2H,a»7.42-7.41(lH 
,m),7.1i(2H,d,J=8. 8Hz),5 
.09(2H, s),4.27(lH,m),2. 4 
0-2. l5(2H,m),2. 00-1.75(4 
" H,m),1.75-1.55(lH,m),1.5 


i Q 

6 


Purity >9 0% (NMR) 


5-1.15(3H,m). 


MS 571 (M+l) 
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Table 30 


Example No. 118 


1H NMRC6) ppm 

300MHz, DMS0-d6 
13.3(lH,brs),8. 30(lH,s), 
6.25(lH d J=8.9Hz),6 04( 
1H, d, J=8. 7Hz) , 7. 72 (2H, d, 
J=8.8Hz),7.57(4H,d,J=8.6 
Hz),7.47(4H,d,J=8.6Hz) 7 
mVqh A 7=R 9Hz) 6.84(1 
hTsM! 33(lH,ni), 2.45-2.1 
0(2H^m),2. lO-1.95(2H,m), 
1. 95-1. 70(2H,m), 1.70-1.5 
5(lH,m), 1.55-1. 15(3H,m). 


0 

1) 

01 


purity >9 0% (NMR) 


us mm) 





Example No. 



119 



Purity > 9 0% (NMR) 



MS 



471 (M+l) 



300MHz, DMS0-d6 
8.32-8. 30(2H,m), 8. 07-8.0 
3(lH,m),7. 74and6. 90(4H,A 
Bq,J=^7H Z ),4.370H,m),4 
31(2H,t,J-6.8Hz),3 74(3 
H,s),3.04(2H, t,J;6.7Hz). 
2:30(2^^,2.02(2^0),!. 
86(2H > jn),1.63(lH,m),l. 55 
-1. 15(3H,m) 




1H NMR( 6 ) ppm 
300MHz, DMS0-d6 
8 23(lH,s),7.99(lH,d,J=8 
7Hz) ": 88(lH,d,J=8.4Hz) 
7.6ll*nd7. 16(4H,ABq.J=8. 
6Hz),7. 30-7. 22pH,m5 , 7.0 
1(2H d,J=8. lHz),6. 92 (1H, 
t J=7 5Hz),4. 28(lH,m),4. 
25 (2H t,J=7.2Hz).3.83(3H 
;s),3:07<2H,t,J=7 lHz),2 
28(2H,ra)2.00-1.75(4H I m) 
, 1. 70-1. 55 (lH,m), 1.50-1. 
15(3H,m) 
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Table 31 



Example No. 121 


1H NMR( 5 ) ppm 

300MHz, DMSQ-d6 
12.85(lH,brs),8. 24(1H, s) 
,8.01(lH,d,J=8. 7Hz),7.90 
(lH,d, J=8.6Hz),7.62and,7 
.17(4H,ABq,J=8. 7Hz),7. 24 
(lH,ra),6.94(2H,in),6. 82(1 
H,m),4. 32 (2H, t.J=6.7Hz), 
3. 76 (3H, s),3.07(2H,t, J=6 
.7Hz),2. 29 (2H,m), 2.00-1. 
75 (4H,m), 1.70-1. 55(lH,m) 
, 1.50-1. 15(3H,m) 


0 


purity >9 0% (NMR) 


MS 471 (M+1) 


Example No. 122 


1H NMR(S) ppm 

300MHz, DMS0-d6 
l2.8(lH,brs),8.22(lH,s), 
7.87(2H,n),7.62(2H,d.J=8 
.lHz),7. 60-7.20(7H.m),5. 
23(2H,s).4.46(lH,m),2 50 
-2. 30(2H,o).. 1.70-1. 40(10 
H,m). 


0 


Purity >9 0 % (NMR) 


MS 441 (M+1) 


Example No . 123 


1H NMR(6 ) ppm 

300MHz, DMS0-d6 # 
8.24(tH, s),7.97(lH,d,J=9 
.0Hz),7. 87 (1H, d,J=8.4Hz) 
.7. 65(2H,d,J=8. 7Hz),7. 40 
l7:05(9H;,n5:7.03(2H,d J= 
8.4Hz),4.31(lH,m),4. 18(2 
H,t,J=6.6Hz),2. 81 (2H, t. J 
=6. 3Hz),2.40-2. 20(2H,m), 
2. 00-1. 70 (4H,m), 1. 70-1 5 
OOH.m),!. 50-1.05(3H,m). 


6 ° 


Purity >9 0% (NMR) 


MS 533 (M+1) 
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Table 32 



Example No . 124 


1H NMR( 8 ) ppm 

300MHz, DMS0-d6 
13.1(lH,brs),8. 29(lH,s), 
8. 17(lH,d,J=8.7Hz),7.99( 
1H, d,J=8. 7Hz),7. 77(2H,d. 
J=8. 7Hz),7.40-7. 20(8H,m) 

c OAfMl A T— Q IHt^ ft 7R 

-6.72(2H,m),4.36(lH,o).4 
.22(2H,t.J=6.8Hz),3.04(2 
H,t.J=6.7Hz),2.40-2 15(2 
H,m),2. 15-1. 95(2H.m),1.9 
5-1.75(2H,m),l. 75-1.55(1 
H,m),l. 55-1. 15(3H,b). 


^ Or 1 


Purity >9 0% (NMR) 


MS 63301+1) 


Example No. 125 


1H NMR( 5 ) ppm 
300MHz, DMS0-d6 
8. 32 (1H, s),8.28(lH. d»J=8 
.7Hz),8. 05(lH,d,J=9.0Hz) 
,7. 73 (2H, d,J=9. 0Hz),7.43 
(4H.d.J=7. 2Hz), 7. 36-7. 20 
(8H, m) , 4. 74 Wn, a, J-i . onz 
),4.57(lH,t,J=7.5Hz),4 3 
8(lH.m),2.40-2.15(2H.m), 
2. 15-1. 95 (2H,m), 1.95-1.8 
5(2H,m),l. 85-1. 55(lH,m), 
1.55-1. 20(3H,m). 


8 f~\ 

6 ^ 

v^/ > — 


Purity >9 0% (NMR) 


MS 51701+1) 


Example No. 126 


1H NMR(6) ppm 
300MHz, DMS0-d6 
B. 32 (1H. s),8.14(lH,d, J=8 
.7Hz),8.03(lH, d, J=8. 7Hz) 
,7.77(2H, d.J=9. 0Hz),7.52 
-7.3lhHm,5.74(2H.«0,5 
. 26 (2H, s) , 4. 6 1 Utt, nu , » 
6 (1H, m), 2. 60-2. 10(5H,m). 


0 

6 


Purity > 9 0% (NMR) 




MS 425 (M+l) 
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Table 33 



Example No. 127 


IH NMR(6) ppm 

300MHz, DMS0-d6 
13.2(lH,brs),8.33(lH,s), 
8. 12<lH,d,J=8. 7Hz),7. 96 ( 
lH,d,J=8. 8Hz),7. 79 (2H, d. 
J=8.7Hz),7. 52-7. 32(7H,m) 
,5.26(2H. s),4. 92(lH.d,J= 
49 4Hz) 4. 57(lH,m),2. 65- 
2.35(2H,n),2. 25-1. 50 (6H, 
m). 


0 

9 


Purity >9 0% (NMR) 


MS 445 (M+l) 


Example No. 128 


1H NMR(6) ppm 


o 

6 ° 


300MHz. DMS0-d6 

8. 21(lH,s).7.92and7. 85(2 

H, ABq,J=8.6Hz),7.61and7. 
06(4H,A'B'q,J=8.6Hz),7.3 
6-6. 9l(9H.m5,4. 24 (lH.br t 
,J=12.2Hz),2. 35-2. 15 (2H, 
m) 1 95-L75(4H,n), 1. 70- 

I. 58 (lH,m), 1. 48-1. 14 (3H. 
m) 


Purity >90% (NMR) 


MS 505 (M+l) 


Example No . 129 


1H NMR(5) PP» 




300MHz, DMS0-d6 

8. 21(lH,s),7. 92and7. 86(2 

H, ABq,J=8.6Hz),7. 69and7. 

22(4H,A'B , q.J=8.6Hz),7.5 

2-7. 39 (1H, m) , 7. 47and7. 41 

(2H,A"B"q,J=8. lHz),6.91( 

i u a T-ft MM 6 89 (IH d. 
In, u, J-o. unz; , o. o7\lu, »*, 

J=8.2Hz),6.75(lH, s),4.36 

-4.18(lH,m),2.38-2 17 (2H 

,b), 1.95-1. 76(4H,m),1.70 

- -1.59(lH,m), 1.44-1. 19 (3H 

,m) 


purity >9 0% (NMR) 


M S 505 (M+l) 
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Table 34 



Example No . 



130 



1H NMR(S) PPm 

. 300MHz, DMS0-d6 
8. 27(lH,s),7.69(2H,d,J=8 
.6Hz),7.49-7.21(llH l m),5 
.08and5.03(2H,ABq,J=12.6 
Hz),5.07-4.99(lH,m),4. 26 
(2H, d,J=6.6Hz).2.40-2.18 
(2H > ,2.04-1.77(4H,m),l 
Vl 58 (1H. in). 1.48-1. 15 
(3H,m) 



Purity >9 0% (NMR) 



MS 



590 (M+l) 



Example No . 131 


1H NMR(6) ppm 

300MHz, DMS0-d6 /€ „ w . 
8.29(lH,s),8.11(lH d J=9 
.0Hz),7. 96 (1H. d,J=8.4Hz) 
,7. 80 (2H, d.J=8. lHz),7. 72 
-7. 41 (7H, m) , 7. 12 (1H, d,J= 
12.6Hz),7.01(lH,d,J=8.4H 
z),5. 12(2H,s),4.06(iH,m) 
,2.35-2. 10 (2H.n0, 2.00-1. 
75(4H,n),l. 75-1. 55(lH,m) 
,1. 60-1. 20(3H,m). 


OF, 


purity >9 0% (NMR) 


MS 589 (M+l) 



Example No. 132 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
12.8(lH,brs),8.23(lH, s), 
7.97(1H, d,J=8.7Hz),7. 87( 
lH,d, J=8. 6Hz),7.66(2H, d. 
J=8.6Hz),7.49-7. 33(5H,m) 
,7.17-7. 05(6H.m),5. 12 (2H 
t s),4.31(lH,ni),2.40-2. 15 
(2H,nj),2.05-1.20(8H,m). 




Purity >9 0% (NMR) 


MS 519 (M+l) 
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Taoie o 3 


Example No . 133 


1H NMR(6) ppm 

300MHz, DMS0-d6 

8. 57(lH,s),8.01(lH,d,J=8 

.7Hz).7.66(lH,d,J=8.7H2) 

,7.51(2H,d,J=8.7Hz),7.31 

(4H, d, J=8. 0Hz) , 7. 16 (4H, a 

,J=8.0Hz).7.09(2H.d,J=8. 

7Hz),6.26(lH,s),4 37 (1H 

n) ,2. 41-2. 28(2H,m),2.33( 

6H.s),2.03-1.84(4Hm),l. 

77(lH,m),l. 45-1.20(3H,m) 


O yi 


purity >9 0% (NMR) 


MS 531 (M+l) 


Example No. 134 


1H NMR(5) ppm 
8.59C1H, d,J=1.5Hz),8.02( 
lH,dd,J=8.7, 1.5Hz),7.68( 
lH,d,J=8. 7Hz),7.54(2H, d, 
J=8.8Hz),7. 39(4H,dd,J=8. 
7,5. 3Hz/, f. Uovw, a, j-p. i 
Hz), 7. 05(2H,d,J=8.8Hz),6 
.29(lH.s),4. 36(lH,ia),2.4 
3-2. 19 (2H, m) , 2. 04-1. 85 (4 
H,m),1.78(lH,m), 1.45-1.2 
3(3H,m). 


F 


Purity >9 0% (NMR) 


MS 539 (M+l) 


Example No. 135 


1H NMR(6) ppm 


0 


300MHz, DMS0-d6 
12. 34(lH,brs),7.93(lH, s) 
,7. 55(lH,d.J=8.6Hz),7.33 
-7. 15(6H,m5,7.1l(2H»d.J= 
8. 6Hz),4. 30-4.20(lH,m).4 
.07(2H, t,J=6.3Hz), 3. 93 (3 

H, s),2.78(2H, t.J=7.4Hz), 
2! 35-2. 19(2H,m), 2. 12-2.0 
0(2H,m), 1. 91-1. 79 (4H.m), 

I. 69-1. 60(lH,m), 1.47-1. 2 
' 0(3H,m) 


Purity >9 0% (NMR) 


MS 485 (M+l) 
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Table 36 



Example No . 136 


1H NMR(6) ppm 

300MHz, DMS0-d6 , 
8. 13 (1H, s),7.65(2H,d,J=8 
.7Hz),7.63(lH, s), 7. 35-7. 
l2(7H,m),4. 35-4.20(lH,m) 
4. 10 (1H, t, J=6. 3Hz) , 2. 78 
(2H,t. J=7. 5Hz),2.33-1.78 
(8H,m}. 1.70-1. 16 (4H.m) 




Purity >9 0% (NMR) 


ms mm) 


Example No. 137 


1H NMR(6) ppm 
300MHz, DMS0-d6 
8.24(1H, s),8.1l(lH, s),7. 
76 (2H, d.J=9.0Hz), 7.37-7. 
16 (7H, m),4. 43-4.30(lH,m) 
4 13 (2H t, J=6.3Hz),2.84 
-2.68(5H,m),2.42-2 22 (2H 
,m),2. 18-1.80(6H,m),l. 70 

—1 M (AH ml 




Purity >9 0% (NMR) 


MS 469(M+1) 


Example No. 138 


1H NMR(6) ppm 




300MHz, DMS0-d6 
12. 73 (1H, brs),8. 22(lH,s) 
, 7. 76 (1H, d, J-o. mz;. /. oo 
(lH.d.J=8.7Hz), 7. 54-7.49 
f aw mi 7 42-7 2l(5H.m),7 
. 11-7. 09(3H.m),6.93(lH.m 
),5.17(2H.s),4. 29(3H,b), 
3:il(2H,mS,2.40-2.20(2H, 
m),l. 99-1. 23(8H,m) 


Purity >9 0% (NMR) 


MS 547 (M+l) 
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Table 37 



Example No - 139 


1H NMR(5) ppm 

300MHz, DMS0-d6 
12. 73(lH,brs),8. 22 (1H, s) 
,7. 93(lH,d,J=8.7Hz),7.73 
(lH.m), 7.60-7. 57(2H,m),7 
.47-6. 90(lH,m),5. ll(2H,s 
^ a oq-A 9BfaH 1 09-3 
.04(2H, t.J=6.7Hz),2. 35-2 
. 20 (2H,m), 1.95-1. l0(8H,m 
) 


0 


Purity > 9 0% (NMR) 


MS 547 (M+l) 


Example No. 140 


1H NMR( 6 ) ppn» 

300MHz,DMSO~d6 
12.83(2H,brs),8. 22 (1H, s) 
,7.94(lH,d,J=8.7Hz),7.85 
(1H, d.J=8.4Hz),7. 63-7.60 
(2H,ni),7. 26-7. 03(6H.m),4 

ooVou r.S A "xn(iu ml 9 4 

. 73 (2H, s; , 4. aU \ia, m/ » * 
0-2. 15(2H,m),2. 00-1. 20(8 
H,m) 


0 0 % 

II *\ „l 


Purity >90% (NMR) 


MS 487 (M+l) 


Example No. 141 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
12. 87(lH,brs),8. 24 (1H, s) 
,7. 97(lH,d, J=9. 0Hz),7. 87 
(1H, d,J=8.7Hz),7. 69and7. 
19(4H,ABq,J=8.7Hz),7.36( 
1H, t.J=8. 7Hz),6.80-6.72( 
3H.m5,4. 71(2H.s),4.32(lH 
,m5,2. 29 (2H,m), 1.95-1.25 
(8H,m) 


0 


Purity >9 0% (NMR) 




MS 487 (M+l) 





103 



EP1 162 196 A1 



Table 38 



Example No. 142 


1H NMR(6) ppm 

300MHz, DMS0-d6 # 
q io (iu c 1 R 97 (1H d T=8 
.7Hz),8. 05 (1H, d.J=9.QHz) 
, 7. 76-7. 72 (3H, mj , 7. 54 UH 
,d.J=8. 4Hz),7. 39-7. 22 (7H 
m).5.11(lH,s),4. 36(lH,o 
i,2.35(3H, 8^.2.35-2.15(2 
H,m),2. 15-1.95(2H,m),1.9 
5-1. 75 (2H,nO, 1.75-1.55(1 
H,n),l. 55-1. 15(3H.n). 


h 


Purity >90% (NMR) 




MS 551 (M+i) 




Example No. 143 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
13.l(M,brs),8. 30(lH,s), 
8.24(1H, d,J=8. 8Hz).8.03( 
1H, d, J=8. 7Hz) , 7. 74-7. 71 ( 
3H,m),7. 52 (1H, d.J=8.3Hz) 
7 40-7. 36 (3H, m) , 7. 23 (2H 
8Hz),7. 01(2H.d,J= 
8.7Hz),5. ll(2H.s),4. 35(1 
u m \ 3 79 (3H. s) . 2. 45-2. 1 
5(2H,m),2. 15-1.95(2H,n), 
1.95-1. 75(2H,m), 1. 75-1. 5 
5(lH,m),l. 55-1. 15(3H,m). 


/ 

0 


Purity >9 0% (NMR) 


MS 557 (M+l) 




Example No. 144 


1H NMR( 5 ) ppm 




300MHz, DMS0-d6 

13. 0(1H, brs; , 8. di un, sj , 

8. 23 (1H. d, J=8.7Hz).8. 04 ( 

■m j T-Q vu^ 7 an(9H d 
1H, d, J = B. itizj , f . ou v^n, a. 

J=8. 3Hz) , 7. 70-7. 66 (3H, m) 

,7. 55-7.40(4H,m),7.03-6. 

95(2H.m),5.08(2H,s),4.03 

OH,m5,2. 40-2. 15(2H,m),2 

.18(3H,s),2.05-1.70(4H,m 

), 1.70-1. 50(lH,m), 1.50-1 

" .10(3H,m). 


Purity >9 0% (NMR) 




MS 585 (M+l) 
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Table 39 



Example No. 145 


LH NMR(6 ) ppm 

300MHz, DMS0-d6 

8.3K1H, s),8. 23(lH,d,J=8 

.8Hz),8.02(lH,d,J=8.7Hz) 

,7.73-7.71(3H,m),7. 54(1H 

,d,J=8.3Hz).7.48(2H,d.J= 

8.4Hz),7.41-7. 37(3H,m),7 

.22(2H,d,J=8.7Hz),5. 13(2 

H, s),4.34(lH,m),2.40-2.2 
0(2H,m),2. 15-1.95(2H,m), 

I. 95-1. 75(2H,m), 1.70-1.6 
5(lH,m),l. 50-1. 15(3H,m), 
1.3K9H, s). 


o 


Purity >9 0% (NMR) 


MS 6930W) 


Example No . 146 


1H NMR(5) ppm 

300MHz, DMS0-d6 
8.29(lH,s),8. 13UHj<U=8 
.7Hz),7. 97(lH,d, J=8.6Hz) 
,7.76(lH,d,J=2.1Hz) 7 63 
(1H, t.J=8.5Hz),7. 57(lH,d 
d,J=8.2,2.2Hz),7. 55-7.35 
(6H,m),7. 15(lH.d,J=12. 1H 
z),7.02(lH,d,J=8.6Hz),5. 
10 (2H. s) , 4. 07 (1H, m) , 2. 35 
iil0V2H;m),2.00-1.70(4H 
,m), 1.70-1. 55 (lH,m), 1.50 
-1. 15 (3H, m) . 


0 F C 0 

o 


purity >9 0% (NMR) 


MS 555 (M+l) 


Example No. 147 


1H NMR(6) ppm 


6 - 


300MHz, CDC13 , 
8.6K1H, s),8.04(lH,d,J=8 
.7Hz>,7. 69(lH,d,J=8. 7Hz) 
,7.66(1H, d,J=2.4Hz),7. 59 
(2H,d,J=8.7Hz),7. 42(lH,d 
d,J=8.0,2.4Hz),7. 38(lH,t 
, J=1.8Hz),7.28(2H,d,J=l. 
8Hz) r 7. 26(lH,d,J=8.0Hz), 
7. 03(2H,d,J=8.7Hz),4.94( 
2H,s),4.37(lH,o),2.43-2. 
" 21(2H,m),2, 17-1.86(4H,m) 
:i.79(lH:m),1.43-1.26(3H 


Purity >9 0% (NMR) 


MS 605 (M+l) 


, m). 
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Table 40 



Example No. 148 


IH NMR(5) ppa 

300MHz, DMS0-d6 
8.21(s, 1H),7.89(1H, d,J=8 
.7Hz),7.87(lH,d.J=8.7Hz) 
,7. 63-7.46(5H,m),7. 30-7. 
12(5H,in),7.08(lH,d,J=ll. 
0Hz) 6 81 (1H, s) , 3. 92 (1H, 
m), 2! 15-2. 06(2H,m),1.89- 
172(4H,m),1.61(lH,m),1.4 

2-1.09(3H,m). 


0 F 

F 


Purity >9 0% (NMR) 


MS 5570I+D 


Example No. 149 


1H NMR(5) ppm 

300MHz, DMS0-d6 
8.24(lH,d,J=1.5Hz),7. 96 ( 
1H, d, J=9. 0Hz),7.88(lH,dd 
,J=9. 0, 1.5Hz),7.58(lH.d. 
j=8.7Hz).7. 50-7. 30(5H.m) 
7 22-7 00 (6H, m) , 5. 13 (2H 
is), 3. 98-3. 80 (IH, s),2. 36 
-1. 10(10H,m) 


W 


Purity > 9 0% (NMR) 


MS 553 (M+l) 


Example No. 150 


IH NMR(S) PPQ 


o 


300MHz, DMS0-d6 

8. 23 (IH, s) , 8. 95 (IH, d, J-8 

.4Hz),7.88(lH,d,J=8.7Hz) 

, 7. 66 (IH, d. J=8. 4Hz) , 7. 52 

-7. 28(7H,m),7.23(2H, d,J= 

0 vu<r\ 7 14f9H H T=8 7Hz 

),5. 14 (2H, s),3. 90-3. 72(1 
H,m),2.20-1. 10(10H,m) 


purity >9 0% (NMR) 




MS 58701+1) 
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Table 41 



Example No. 151 


IH NMR( 8 ) ppm 

300MHz, DMS0-d6 

8. 18 (IH, s), 7.92-7. 78 (3H. 

m),7. 78-7.58(3H,n),7. 58- 

7. 44 (4^110,7.29(^,1=8 

.2Hz),7.0l(2H,d,J=8.7Hz) 

,4.88<lH,d,J=11.8Hz).4.8 

0(lH,d,J=11.8Hz),4.22(lH 

,m),2.37-2. 16(2H,m),1.95 

-1. 75 (4H, m; , 1. o4 Un, ny , l 

.48-1. 14(3H,m). 


o 


Purity >9 0% (NMR) 


MS 605 (M+l) 


Example No. 152 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8.21(2H,n),7.99-7.80(2H, 
m),7. 63-7. 08(9H,m).4.20- 
3. 98(4H,m),2. 20-2. 15 (2H, 
m),l. 95-1. 74(4H,m),1.70- 
1.54(lH t n),l. 44-1. 14 (3H, 
m) 




Purity >9 0% (NMR) 


MS 456 (M+l) 


Example No. 153 


IH NMR(6) ppm 

300MHz, DMS0-d6 

8.20(1H, s),8. 93and7. 83(2 

H, ABq,J=8.7Hz),7.86-7. 21 
UlH,m5,7. 03 (2H, d,J=8.7H 
z),4. 20(lH,brt,J=12.2Hz) 
,2. 32-2. 13 (2H,n), 1.92-1. 
74(4H,m),l. 69-1.58(lH,m) 

I. 45-1. 15 (3H,m) 


\ — / 


Purity >9 0% (NMR) 




MS 489 (M+l) 
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Table 42 




1H NMR(6) Ppm 

300MHz. DMS0-d6 
8.23(lH,s),7.94and7.86(2 
H,ABq,J=8.6Hz),7.72-7.16 
(i3H;in).5.25(2H,brs),4.5 
5(2H,iJ-6.6to).4.3l(lH. 
brt>12.2Hz),2.37-2.18( 
2H. m). 1.98-1. 77 (4H.m),l. 
70-1. 58(lH.m), 1.48-1. 20 ( 

3H,m) 



489 (M+l) 



155 



0 X" 



Purity >9 0% (NMR) 



MS 



626 (M+l) 



1H NMR(8) ppm 

300MHz, DMSO-d6 
8.2l(lH, S ).7.85and7.61(2 
H, ABq, J=8. 7Hz) , 7. 61and6. 
99 (4H A , B , Q,J=8. 7Hz).7.2 
P7fl8ClH,S.7.25(2H,d.J 
=7. 5Hz),7.07-6.99(lHm),4 
.30(lH,brt,J=12.2Hz),3.8 
3(2H,d.J=6.0Hz),3.82-3.7 
2UH ni,2.68-2.49(2H,m), 
139-2:21(^.00.1.95-1.8 
0(4H,m), 1.79-1. 60 (2H,m), 
L4^1.22(5H,m),1.30(9H. 
s), 1.00-0. 82 (2H,m) 



Example No . 



156 



Purity 



>9 0 % (NMR) 
626 (M+l) 



1H NMR(6 ) ppm 

300MHz, DMS0-d6 
8.22(lH,s),7.92and7.86(2 
H,ABq,J=8.7Hz),7.68and7. 
18(4HA'B'q,J=8.7Hz) v 7.3 
5(1H, t,J=8.5Hz),6. 80(1H» 
d l J=8.3Hz).6.72-6.70(2H. 
m)4.30(lH,brt,J=12.2Hz), 
3.99(2H,brd,J=12.0Hz),3. 
85 (2H, d J=6. 3Hz),2.82-2. 
6i2Hn5^ 38-2.20(2H,m) 
,1. 99-1. 59(8H,m), 1.42-1. 
03(5H,nO,1.39(9H,s) 
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Table 44 



Example No. 160 


1H NMR(6) ppm 
300MHz, DMS0-d6 
8. 90 (1H, brs) , 8. 59 (lh, brs 
),8. 33 (1H, s),8. 18and8.00 
(2H,ABq,J=8.5Hz),7. 73and 
7. 10(4H,A'B*q.J=8. 5Hz),7 
.32-7. 05(4H.m).4.35(lH,b 
rt, J=12. 2Hz) , 3. 86 (2H, d. J 
=fi w?) 3 25-3 08(2H.m). 
2. 85-2. 66 (2H,m), 2. 40-2. 2 
8(2H,m),2. 07-1. 14(15H,m) 


0 

it 

VJ HCI H 


purity >90% (NMR) 


MS 526 (M+l) 


Example No. 161 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 t 
9. 05 (1H, brs) , 8. 76 (lh, brs 
),8.31(lH,s),8. 19and8. 00 
(2H,ABq.J=8.3Hz) f 7. 79and 
7.25(4H, A'B'q, J=8. 3Hz) , 7 
.39(lH,brs),6. 86-6. 74 (4H 
,m).4.37(lH,brt,J=12.2Hz 

) ,&> 03 \<&n. 0, J— 0. Villi/ , «3. j 

5- 3. 18(2H,m),2. 98-2.75(2 
H, m) , 2. 38-2. 17 (2H, m) , 2. 1 

6- 1.15(15H,in) . . 


0 


Purity >9 0% (NMR) 


MS 526 (M+D 


Example No. 162 


1H NMR(d) ppm 

300MHz, DMS0-d6 
12. 87(lH,brs),8.58(lH,d, 
J=6.0Hz),8. 23(lH,s),7. 99 
and7. 80 (2H, ABq, J=8. 6Hz) , 
7.61and7. 18 (4H, A* B' q. J=8 
.0Hz),7.45-7. 30(5H,m),5. 
29(lH,brs).4.26(lH,brt.J 
=12. 2Hz) , 2. 37-2. 11 (2H, m) 
,2. 00-1.71(4H,m).1.92(3H 
Is), 1.70-1. 52(lH,m).1.45 
' -1. ll(3H,n) 


8 r% 

o 


Purity >9 0% (NMR) 




MS 498 (M+l) 
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Table 45 



Example No. 163 


1H NMR(S) ppm 

300MHz, DMS0-d6 
8. 23 (1H, s),7. 95and7.86(2 
H, ABq, J=8. 6Hz) . 7. 69and7. 
18(4H,A'B' q,J=8. 6Hz),7.3 
5(1H, t, J=8. 6Hz),6. 80 (1H, 
d,J=7. 5Hz),6. 72-6. 69 (2H, 
m5,5. 20(1H, t,J=3.7Hz),4. 
31(lH,brt,J=12.2Hz),3. 95 
(2H.t.J=6.8Hz),2.49-2.19 
(4H,m),l. 97-1. 76(4H,m),l 
,68(3H, s). 1.67-1. 54 (ULm 
),1.61(3H, s), 1.45^1.20(3 
H,n) 


0 

o °^ 


Purity >9 0% (NMR) 


MS 511 (M+l) 




Example No. 164 


1H NMR( 5 ) ppm 

300MHz, DMS0-d6 

8. 20(lH,s),7.87(2H, s),7. 

68and7. 18 (4H, ABq, J=8. 7Hz 

^ 7 ^hH t T=7 9Hz) 6 8 

KlH,d.J=9.4Hz).6.72(lHs 

0(2H. s),4. 29(lH,brt,J=l2 

\ ^ « a /lfl J. T— £ 7Um\ 

. 2Hz), 4. 10 (lH, t, J-6. 7nz) 
,2. 43 (lH, t. J=6. 7Hz),2. 39 
-2. 19(2H,bJ,1.97-1. 78 (4H 
,m),l.76(3H, s) ,1.70-1. 56 
(lH,m), 1.43-1. 19(3H,m) 


0 


Purity >9 0% (NMR) 


MS 49701+1) 


Example Ho . 165 


1H NUR(6) ppm 

300MHz, DMS0-d6 
11.21(lH,brs),8. 33 (1H, s) 
,8. 25 (1H. d, >8.6Hz),8. 04 
(lH,d,J=8.6Hz),7. 78(2H,d 
,J=8. 7Hz),7. 70-7.67(2H,m 
),7. 55-7. 42(3H,m),7. 27(2 
H, d, J=8. 7Hz),4. 73-4.30(5 
H.3 , 4.20-3. 97(lH,m)»3.4 
2-3. 10(2H,m),2. 45-1. 23(1 
4H,m) 




Purity > 90% (NMR) 




MS 
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Table 46 



Example No . 166 


IH NMR(6) ppm 

300MHz, DMS0-d6 
8. 27 (1H, s),8. 13(lH,d,J=8 
.4Hz),7. 97(lH,d,J=9.0Hz) 
f 7.73(lH.d,J=1.8Hz),7.68 
(2H, d.J=8.4Hz),7.54(lH,d 
d,J=8. 4, 2. lHz),7.41-7.31 
(5H,m),7. 19(2H,d,J=8.4Hz 
).S:iO(2H.s),4^2(lH^ 
2. 50(3H,s),2.40-2. 15 (2H, 
m),2. 10-1.75(4H >n .),L75- 
1.55<lH,m), 1.55-1. 10 (3H, 
m). 


/ 

s 

O 


Purity >9 0% (NMR) 


MS 583 (M+l) 


Example No . 167 


1H NMR( 6) ppm 

300MHz, DMS0-d6 
8.25(1H, s),8.09(lH,d,J=8 
.4Hz),8. 00 (2H. d,J=8.4Hz) 
,7.94(lH.d.J=8. 7Hz) , 7. 80 
(lH,d,J=2. lHz),7.73(2H.d 
,J=8.iHz),7.65(2H,d,J=8. 
7Hz),7.60<lH,dd,J=8.1,2. 
lHz),7.44(lH,d,J=8.iHz), 
7. 16(2H,d f J=8.7Hz),5.13( 
2H, s),4. 30(lH,m),3.26(3H 
,s5,2. 40-1. 15(2H,m).2.05 
-1.75(4H,m), 1.75-1. 55 (1H 
,m), 1.55-1. 15(3H,m). 


y 

o 


Purity > 9 0 % (NMR) 


MS 61504+1) 


Example No. 168 


1H NMR(8) ppm 


Purity > 9 0% (NMR) 


300MHz, DMS0-d6 
13.1(lH,brs),8. 32(lH,s), 
8. 28(lH,d,J=8. 8Hz),8.05( 
lH,d. J=8.7Hz),7. 80-7. 75 ( 
3H ^,7.69(lH,d,J=4. 1Hz 
7 57 (211 m) 7 34-7. 29 (3H 
m),7. 20-7. 15(lH.m),5. 24 
(2H, s),4.39(lH,m),2.45-2 
.20(2Hm),2.20-1.95(2H,m 
),1. 95-1. 75 (2H,m), 1. 75-1 
- .55(lH,m), 1.55-1. 15 (3H,m 
). 


MS 543 (M+l) 
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Table 43 



Example No . 



157 



ho. W" 0 " 1 



Purity > 9 0 % (NMR) 



627 (M+l) 



1H NMR(8) PPm 

300MHz, DMS0-d6 
12.78(lH,brs),8.22(lH,s) 
, 7 96 lH,d,J=8.6Hz) , 7 86 
(tH,d,J=8.6Hz),7. 75(lH,d 

J-2 2Hz),7.60(2H.d,J=8. 
4Hz),7.55(lH,dd, J=8 3,2. 
2Hz) 7.48(lH,d,J=8.3Hz), 
7 18(2H,d,J=8.4Hz),6.73( 
2H s .5 08 (2H. s),4. 23(1H 
;Sf3:68(9H,si.2 37-2 17 

(2H,n>),l. 99-1.79(4H,m),l 
. 65 (lH.s), 1.49-1. 15(3H,m 




1HNMR(6) ppm 

300MHz, DMS0-d6 
12.75(lH,brs),8. 22(lH,s) 
, 7 93(2H,d,J=8.7Hz) .7.85 
(2H d 1=8. 5Hz), 7. 53-7. 21 
aSHy,6.94(2H,d.j ; 8 7H 

z),4 30-4. 12(3H,mi. 3 l°5( 
2H m).2. 35-2. 15 (2H, m) , 1. 
95-1 75(4H,m), 1.75-1.55( 
lH,m), 1.50-1. 10(3H,m) 



Example No. 



159 



6 




1H NMR(6) PPO 

300MHz, DMS0-d6 

12. 77(lH,brs),8. 22(lH,s) 

7 95(IH d, 8.6Hz),7.86(l 
H:d;i65k);7.80(lHsM 
7b-7.35(10H,m),7.27(2H,d 

T=8 7Hz),5.30(2H,s),4.2 
8(1H m) 2 35-2. 15(2H,m), 
1.95-L75 (4H,m). 1.70-1. 5 
5(lH.m), 1.50-1. 15(3H,m) 



> 9 0% (NMR) 
503 (M+l) 
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Table 47 


Example No. 169 


1H NMR( 5) ppm 

300MHz, DMS0-d6 
8.3K1H, s),8.26(lH,d,J-8 
.7Hz),8.05(lH,d.J=8. 7Hz) 
,7.78-7. 7l(3H,m),7. 59-7. 
41(6H,m).7. 23 (2H, d,J=9.0 
Hz),5.1i(2H,s),4. 35<lH,m 
),2.40-2. 15(2H,m),2. 15-1 
.95(2H.n), 1.95-1. 75 (2H.o 
\ 1 75- 1 •i'iflH m) 1 55-1 
.15(3H,m). 


01 

M 

1 — ' 


Purity >9 0% (NMR) 


MS 571 (M+D 




300MHz, DMS0-d6 , 
12.7(lH,brs),8.66(lH.s), 
8.61(1H,b) i 8.21(1H,s),7. 
92-7. 79(4H,m),7.61-7.56( 
3H,m),7. 50-7. 43(2H,m),7. 
10(2H.d,J=8.7Hz),5,09(2H 
,s),4.26(lH,nO,2.40-2.15 
(2H,m),2. 00-1. 75(4H,m),l 
.75-1.55(lH,nO,l. 50-1. 15 
(3H.m). 



Example No . 



171 



6 " 



Purity >9 0% (NMR) 



1H NMR( 6 ) ppm 
300MHz, DMS0-d6 . _ 
8.31(lH,s),8. 25(lH,d, J=8 
.7Hz),8.04(lH,d.J=8. 7Hz) 
,7. 74-7.71(3H,m),7.57-7. 
46(3H,m),7. 39 (1H, d.J=8.1 
Hz), 7. 31-7. 21 (4H.m), 5. 11 
(2H, s),4. 35(lH,n),2.40-2 
.15(2HaO,2. 15-1.95(2H.m 
).l. 95-1. 75 (2H,n), 1-75-1 
55(lH,nO. 1.55-1. 15(3H,m 
). 



MS 



555 (M+l) 
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Table 48 



Example No . 172 


LH NMR( 5 ) ppm 
300MHz. DMSO-d6 
8.24(1H, s),7.99(lH,d,J=8 
.7Hz),7. 88 (1H, d,J=10. 5Hz 
\ 7 7Q (ih dd. J=ll. 4, 1.8H 
z5,7.48-7.32(6H,m).7.17- 

30(lH,m),2.40-2.15(2H,m) 
,2. 05-1. 75 (4H.m),i. 75-1. 
55 (lH,m), 1.55-1. 20(3H,m) 


0 F 

U Q Q 


Purity >9 0% (NMR) 




MS 537 (M+l) 




Example No . 173 


1H NMR(6) ppm 


0 

JL « Br 


300MHz, DMS0-d6 

8. 33 (IH, s),8.29(lH, d,J=8 

.7Hz),8. 06(lH,d.J=8.7Hz) 

? QO-7 7Af4H ml 7 45 (1H 

,dd, J=8. 4, 3.0Hz), 7. 39 (2H 
^ T-a TU*} 5 98 (2H s) . 4 

Q 1—0. 1 HZ/ , u. *0 \£n. of , "* 

.40(lH,m), 2.40-2. 15 (2H,m 
),2. 15-1. 95 (2H.m), 1.95-1 
.75(2H,m), 1.75-1. 55 (lH,m 
),1. 55-1. 15(3H.m). 


Purity >9 0% (NMR) 




MS 540 (M+l) 




Example No . 174 


1H NMR(6) ppm 


01 

« - XX 


300MHz. DMS0-d6 
12. 80(lH,brs),8.26(lH,s) 
,8.01(lH,d,J=8. 7Hz),7.85 
(1H. d, J=8. 7Hz) , 7. 80-7. 70 
(IH m). 7.60-7. 36(7H,m), 7 
. 18-6. 91 (2H,m), 5.09 (2H, s 
),4.11-3. 90(lH,m),2. 32-1 
.18(14H,m) 


Purity >9 0% (NMR) 




MS 590 (M+l) 
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Table 49 



Example No. 175 


1H NMR(6) ppm 

300MHz, DMSO-d6 
12.75(lH,s),8.21(lH, s),7 
.94and7. 85 (2H, ABq, J=8. 7H 
z),7.61and7. 00<4H,A*B , q. 
J=8.5Hz),7.31-6.91(2H,o) 
,7.25(2H,d,J=7.7Hz),5.41 
<2H,brs),4. 54(2H,d. J=6.6 

-2. 15 (3H,m), 1.95-1. 55 (5H 
,m),l. 50-1. 13(5H,m),l. 10 
-0. 77(2H,m) 


0 


Purity >9 0% (NMR) 


MS 66801+1) 




Example No. 176 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
8.24(lH,s),7.97and7. 87(2 
H, ABq, J=8. 6Hz) , 7. 69and7. 

19 (4H, A' B' q, J=8.6Hz),7.3 
5(1H, t,J=8. lHz),6. 81 (1H, 
d, J=9. 2Hz) , 6. 72 (1H, s),6. 
71 (1H, d.J=6. 5Hz),4.48-4. 

20 (2H, m),3. 95-3. 75(3H,m) 
,3. 03(lH,t,J=12.3Hz),2.6 
0-2. 40 (1H, m), 2. 39-2. 15(2 
H,m),2. 07-1. 58(6H,m), 1.9 
9(3H,s),l. 50-1.00(5H,m) 




Purity >9 0% (NMR) 


MS 568 (M+l) 




Example No . 177 


1H NMR(6) ppm 

300MHz, DMS0-d6 
12. 76 (1H, s),8. 23(lH,s),7 
. 96and7. 86 (2H, ABq, J=8. 6H 
z),7.69and7. 20(4H,A'B*q, 
J=8.6Hz),7. 39 (1H, t, J=8.2 
Hz),6.86(lH,d,J=8. 3Hz),6 
.8K1H, s),6. 76(lh,d,J=8. 
0Hz),4. 83(2H.s),4.31(lH, 
brt,J=12.2Hz),2. 39-2. 19 ( 
2H, m), 1.99-1. 79(4H,m),l. 
70-1. 58(lH,m), 1.48-1. 20 ( 
3H.ni) 




Purity > 9 0% (NMR) 


MS 467 01+1) 





115 



EP 1 162 196 A1 



Table 50 




1H NMR(8) ppm 

300MHz, DMS0-d6 
l2.85(lH,s),8.75(lH,s) v 8 
.63(2H, d,J=3.8Hz),8.25(l 
H,s),8.04-8.01(2H,m),8.0 
2knd7.90(2H,ABq.J=8.6Hz) 
,7.72and7.20(4H,A'B Q,J= 
8. 6Hz), 7. 57(2H,dd, J=7. 8, 
5.0Hz),7.40(lH t J=8.2Hz 
),6.93(lH,d,J=8.2Hz),6.8 
7(lH,s),6.77(lH.d,J=8.2H 
z),5 23(2H.s).4.33(lH,br 
I J=12.2Hz5,2.40-2.18(2H 
,m),2.00-1.55(5H,m),1.50 

-1 1SOW m\ I 



Example No . 



179 



6 



Purity > 9 0% (NMR) 
MS 457 (M+l) 



1H NHR(6) ppm 

300MHz, DMS0-d6 e . , n 
8.32(lH,s),8.29(lH,d,J=9 
.0Hz),8.06(lH.d,J=8.7Hz> 
,7.61(lH,d J=8. 4Hz),7.58 
-7.32(5H,m),6.98UM,J= 
2.1Hz), 6. 93 lH,dd,J=8.7, 
2. lHz),5. 27(2H,s),4.16-4 
,00(lH,m),3.87(3H, s),2. 2 
0-2. 12(2H l m),2.02-1.98(4 
H,nO,l. 70-1.60(iH,n),1.5 
2-1. 10(3H,m) 



Example No . 



180 




Purity > 9 0% (NMR) 



1H NMR(6) ppa 

300MHz, DMS0-d6 
8.2l(lH, S ),7.9l(lH.d J=8 
.6Hz),7.85(lH, d J=8.6Hz) 
,7.63(2H,d.J=8.4Hz) v 7.60 
(lH,d,J=9.0Hz),7.25(2H,d 
,J=8.4Hz),7.23(lH.d,J=3. 
bHz),6.95(lH,dd,J=9.0.3. 
0Hz ,5.19(2H.s),4.30(lH, 
m ),3. 78(3H,s),2.40-2.19( 
2H,m),2. 00-1.87(4H,m), 1. 
66(lH,m), 1.49-1. 18(3H,m) 



MS 



536 (M+l) 
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Table 51 



Example No. 181 


1H NMR($) PPffl 

300MHz, DMS0-d6 , 
8 19(lH,s),7.95(lM P8 
.7Hz),7.86(lH,d,J=8.7Hz) 
,7.65(4H,d.J=7.4Hz),7.47 
(2H, d. J=8. 7Hz) , 7. 44-7. 27 
(6H,m5,6. 99(2H,d,J=8.7Hz 
),4. 20(lH f m),2.34-2.l2(2 
H, m) 1 1. 98-1. 75 (4H, m) , 1. 6 
a(\w m ^ i 4fi-l 13 (3H m). 


0 

* — y 


Purity >9 0% (NMR) 




MS 54701+1) 




Example No. 182 


1H NMR(fi) PPm 

300MHz, DMSO-dB v 
8. 55(lH,d, J=2. lHz),8.32( 
lH,m),8.21(iH, s),7. 95 (1H 
,d,J=8.4Hz).7'.86(lH, d.J= 
7. 8Hz) , 7. 68-7. 56 (7H, m) , 7 
.14(2H,d,J=8. 7Hz) 5. 21(1 

H, s) f 4.26(lH,in), 2. 35-2.1 
5<2H,m),2. 00-1. 75(4H,m), 

I. 74—1. OOVin, DSf ou *• A 
5<3H,m) 


CI 

ii 


purity >9 0% (NMR) 




MS 582 (M+) 





Example No. 183 


1H NMR( 5 ) ppm 

300MHz, DMS0-d6 
10. 16 (1H, s),8.25(lH,s).8 
.07(lH,d.J=8. 7Hz), 7. 94-7 
.87(2H, m 5,7.71-7.62(3H,m 
) , 7. 50-7. 42 (4H, m) ,7. 30 (1 
H;d,J=8.4Hz).7. 14 <2H.d. J 
=8. 4Hz) , 5. 06 (2H, s) , 4. 31 ( 
lH,m),2. 35-2. 15(2H,n), 2. 

AC 1 VCfAU m\ 1 75-1 55 ( 

lH,m),l. 50-1. 15(3H,m) 


01 

V. / «» 


Purity > 9 0% (NMR) 




MS 594 (M+) 
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Table 52 


Example No. 184 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
13.2(2H,brs),8. 30(lH,s), 
8. 26 (1H, d,J=8. 8Hz),8.04( 
1H, d,J=8.8Hz),8. 00(2H,d, 
J=8. 2Hz),7. 79(lH,s),7. 73 
(2H, d, J=8. 7Hz) , 7. 61-7. 56 
(3H,n»),7.44(lH,d,J=8.3Hz 

\ 1 01 (OU A T=fl RM7I K 1 
) , f . V*n, u, J 0. 0112/ , 0. a 

3(2H, s),4. 35(lH,m),2.45- 
2. l5(2H.m),2. 15-1. 95 (2H, 
m), 1.95-1. 75(lH.n),l. 75- 
1. 15(3H,m). 


OH 

o 


Purity >9 0% (NMR) 


MS 581 (M+l) 





Example No. 185 


IH NMR(6) ppm 

300MHz, DMS0-d6 

8. 30(lH,m>,8.24(lH,d,J=? 

.0Hz).8.03(lH,d.J=9.0Hz) 

,7.79-7. 10(9H,in),5. 20-5. 

07(2H > m),4.43-4.04(4H,m) 

,3. 50-3. 36(2H,m),2.40-l. 

19(14H,m) 


a 


Purity > 90% (NMR) 


MS 554 (M+l) 


Example No. 186 


1H NMR( 6) ppm 
(DMS0-d6) 6 :8. 29(lH,brs) 
,8. 10(lH,d,J=8.4Hz).7.97 
(lH,d,J=8.4Hz),7.79 2H,d 
,J=8.4Hz),7. 74-7.67(lH,n 
5,7.68(2H, d,J=8.4Hz),7.6 
KlH,d.J=8.4Hz),7.57-7.5 
0(2H,m),7. 46-7. 39(lH,m), 
7. 29(lH,d,J=2.4Hz ,7. 11 ( 
lH,dd,J=2. 4,8.4Hz).5.12( 
2H, s) , 3. 99-3. 84 (1H, m) , 2. 
35-1. 72(6H,m), 1.68 1.55( 
lH.m), 1.42-1. 10 (3H,m) 




Purity > 9 0% (NMR) 


MS 605 (M+l) 
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Table 53 



Example No. 187 


tH NMR(5) ppm 
300MHz. DMS0-d6 
12.76(lH,s),8.57(lH,d,J= 
4.4Hz),8.23(lH.s),7. ?6an 
d7. 86(2H,ABq.J=8.2Hz),7. 
87-7.82(lH,m),7. 68and7. 1 
2(4H,A*B* q,J=8.6Hz),7.53 
(2H,d.J=7.8Hz),7.37(lH,t 
f j4.3Hz),7.36-7.33{lH, S 
5,6.90(lH,d,J=8.3Hz).6.8 
3(lH,s),6.74(lH,d,J=8.0H 
z),5.20(2H.s).4.31(lH,br 
t T=12.2Hz5,2. 35-2. 19 (2H 
.■0,1. 99-1. 57(5H,m),1.45 


o 

Ho / Vr N v jf s \.o /=\ 
O ^ 


Purity >9 0% (NMR) 


MS 520 (M+l) 


Example No. 188 


1H NMR( 5 ) ppm 

300MHz f D14SO-d6 
12.77(lH,brs),8.21(lH,d, 
J=l,4Hz),7. 92(lH,d,J=8.7 
Hz),7.88(lH,dd,J=8.7,1.4 
H*} 7 57 (2H d. J=8. 7Hz) , 7 
.57-7.27(7H,m),7.1l(2H,d 
,J=8.7Hz),5. 07(2H,s),4.2 
6(lH,m),2. 36-2. 16(2H,m), 
1.98-1.75(4H,m),1.64(lH > 
m), 1.49-1. 17(3H,m). 


b 

6 ^ 


Purity >9 0% (NMR) 




MS 555 (M+l) 


Example No. 189 


1H NMR(6) ppm 




300MHz. DMS0-d6 
B.32(lH.s),8.30-8 20(2H 
m).8. 10-7.98(2H,m),7. 74( 
2H,d.J=9.0Hz),7.60-7.46( 
w ml 7 24 (2H d J=9. 0Hz) 
,5. 19 (2H, S ),4.44-4.30(1H 
_\ 9 m-9 90f2H m) 2.12 
-1. 78(4H.m). 1.72-1. 58 (4H 
,g) 


Purity > 9 0% (NMR) 




MS 581 (M+l) 
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Table 54 


Example No. 190 


1H NMR( 5 ) ppm 

300MHz, DMS0-d6 
8. 36-7. 90(5H,m),7.74(2H, 
d.J=8.6Hz),7. 60-7. 40 (5H, 
m),7.25(2H, d, J=8. 7Hz),5. 
14(2H,s), 4. 45-4. 28(lH,m) 
,2.40-2. 15(4H,m),l, 75-1. 
55(lH,m), 1.55-1. 20 (3H,m) 


b 


Purity >9 0% (NMR) 


MS 580 (M+l) 



Example No. 191 


1H NMR( 5 ) ppm 

300MHz, DMS0-d6 
8. 22 (1H, s),7.94(lH, d, J=8 
.4Hz),7. 85(lH,d,J=8. 7Hz) 
,7. 61 (2H,d.J=*.7Hz),7. 25 
-7.00(6H,m),4.86(2H. s),4 
.30(lH.m),2. 89(3H,s),2.8 
0(3H. s),2. 29(2H,m),2. 00- 
i.75(4H,m), 1.70-1. 55 (1H, 
m), 1.50-1. 15(3H,m) 


o & 


Purity >9 0% (NMR) 


MS 514 (M+l) 




Example No. 192 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
8. 22(lH,s),7.94(lH,d, J=8 
.4Hz),7. 85 (1H, d, J=8. 7Hz) 
,7.6i(2H,d.J=8.7Hz),7. 26 
-7.01(6H,m),4. 84(2H.s),4 
.31 (lH.ro), 3. 36(4H,m),2.2 
9<2H,m),2. 00-1. 75(4H,m), 
1.75-1. 15 (10H,m) 


6 ° 


Purity >9 0% (NMR) 


MS 554 (M+l) 
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Table 55 


Example No. 193 


LH NMR(6) ppm 

300MHz, DMS0-d6 
13.00 UH,brs), 8.29 (iH.d, 
J=1.4Hz),8. 15(lH,d.J-8.8 
Hz).7.97(lH,dd.J=1.4Hz,8 
.8Hz),7.89 2H,d.J=8.8Hz) 
,7.80-7.60(5H,in)7.25(2H, 
d t J=8.8Hz),4.47-3 90(4H, 
2,3.20-3. 10(2H.m),2.41- 




Purity >9 0% (NMR) 


MS 560 (M+l) 


Example No. 194 


1H NMR(6) ppm 

300MHz, DMS0-d6 
12.80(lH,brs),8.23(lH,s) 
,7.97(lH,d,J=8.5Hz),7.87 
(1H, d, J=8. 5Hz),7.70-7.17 
(9H ■ ,4.60-4. 13(4H,a),3 
.72-3.40(2H,m),2.40-l. 15 
(14H, m) 




Purity >9 0% (NMR) 


M s 524 (M+D 


Example No. 195 


1H NMR(6) PPm 
" 300MHz, DMS0-d6 
8.25(lH,s),8. 09-7. 92 (5H, 
m , 7.77 (lH,s), 7.65 2H,d 
J=8.4Hz),7. 59-7.51(3H,m) 
7. 43 vZH, u, J -o. wZ/ , i • *■ « 
(2H, d,J=8.7Hz),6. 10(2H,s 
),4:3b(lH,m),2.40-2 15(2 
H, n) , 2. 10-1. 75(4H f m).1.7 
?-l 55 (1H in). 1.55-1. 10(3 
H,m). 


• "& 


Purity > 90% (NMR) 
~^S~~ 580 (M+l) 
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Table 56 



Example No . 



196 



1H NMR(S) PP m 

300MHz, DMS0-d6 
8 22(lH,s),7.95(lH,d,J=8 
^)\7.86(lH,d,J=8.4Hz) 
7.69knd7. 18(4H,ABq,J=8. 
7H^34(lH,t.J=8.0Hz), 
6.80^.69(3H m) 4.83(2H 
s),4.31(lH.m),2.98(3H.s) 
;2:84(3H,sS,2 29(2H,m3,2 
! 00-1. 75(4H,m), 1.70-1.55 
(lH,m),l. 50-1. 15(3H,n) 



Purity >9 0% (NMR) 



514 (M+l) 



Example No. 



197 




1H NMR(5) PPO 

300MHz,DMSO-d6 

8. 23 (1H, s),7. 95(lH,d,J-8 
4Hz),7.86(lH,d,J=8.7Hz) 
7. 69and7. 18(4H,ABq. J=8. 

7Hz),7.35(lH,t,J=8.4Hz), 

6.80-6.70(3H.n),4.82(2H 

s),4.31(lH.m),3.40(4H v ;) 

,2.29(2H > m5,2.00-1.75(4H 
m), 1.70-1. 15(10H,m) 



Purity >9 0% (NMR) 



MS 



554 (M+l) 



Example No. 



198 



Purity >9 0% (NMR) 



604 (M+l) 



1H NMR(8) PPm 

300MHz, DMS0-d6 
12.75(lH,s),8.23(lH,d,J= 
i:4Hz),7.95and7.86(2H AB 
q,J=8.6Hz),7.69and7.19(4 
H A , B , q,J=8.6Hz),7. 36(lH 
,t,J=7 8Hz),6.82(lH,d J= 
9.3Hz),6.73(lH,s),6.7l(l 
H d J=7. 2Hz) , 4. 30 (1H, brt 
J=12.2Hz),3:89(2Hd,J=6 

0Hz),3.59(2H,d,J=11.7Hz 
),2.85(3H, s ,2. 73 (2H t, J 
=10.5Hz),2.41-2.20(2H,m) 
, 1.98-1. 59 (8H,m),l. 46-1. 

lafsu ^ 
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Table 57 



Example No . 199 1 


LH NMR(6) ppm 

300MHz, DMS0-d6 , 

8 33(lH,s),8.30(lH d J=8 

.9Hz),8.06(lH,d,J=8.7Hz) 

,7. 79(2H > d,J=8.7Hz), 7. 70 

(2H,d,J=8. 7Hz),7.6l(2H,d 

,J=8.7Hz),7.39(2H,d.J=8. 

8Hz),5.28(2H,s),4.39(lH, 

n0,2. 50-2. 15(2H,m).2.15- 

1.95(2H,m),1.95-1.75(2H, 

m),l. 75-1. 55(lH,ra),l. 55- 

1. l5(3H,m). 


_ h 

o 


Purity >9 0% (NMR) 


MS 542 (M+l) 


Example No . 200 


1H NMR( 6 ) ppm 
(DMS0-d6) 6 :8.23(lH,s),7 
.96(1H, d,J=8.6Hz), 7.86(1 
H,d, J=8.6Hz),7.69 (2H.d J 
=8.4Hz),7. 52(lH,s),7. 50- 
7. 30(4H,m),7. 18 (2H, d, J=8 
.4Hz),6.90(lH, d,J=8.3Hz) 
,6.84(lH,s),6.74(lH,d,J= 
8.3Hz),5. 15(2H,s),4 39-4 
.2l(lH,m),2. 39-2. 18(2H,m 
),1. 99-1. 80(4H,m). 1.71-1 
.59(lH,m),l. 50-1.20(3H,m 
) 


o 

o 


p nr i tv "> Q n % (NMR) 


MS 553 (M+D 


Example No. 201 


1H NMR( 6 ) ppm 


6 ^ 


(IMS0-d6)5:8.26(lH,s),8 
.06(lH,d,J=8. 7Hz). 7. 92(1 
H,d.J=8.7Hz),7. 72 (2H,d,J 
=8. 7Hz),7.47(4H,s), 7. 38( 
m + T-fl 9H-7^ 7 20 (2H. d. 
J=8. 7Hz),6. 90(lH.d.J=8.2 
Hz),6.83(lH, s),6.74(lH,d 
,J=8.2Hz),5. 14(2H,s),2.4 
0-2. 19(2H,m),2. 04-1.78(4 
H,m),l.71-l. 60(lH,m),1.5 
" 0-1.2l(3H,m) 


Purity >9 0% (NMR) 




M s 553 (M+l) 
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Table 58 



Example No . 202 1 


H NMR(6) PPm . 
(DMS0-d6) 5:12.81(lH,brs 
),8.24(lH.s) > 7.99(lH,d,J 
=8 7Hz) .7.87 (lH,d.J=8.7H 
z),7.69(2H,d.J=8.6Hz 7. 
53-7.47(2H,mS,7.38 lH,t. 
J=8.2Hz),7.26-7. 16(4H,m) 
,6.89(lH,d,J=8.2Hz),6. 82 
(lH;s),6 73(lH,d,J=8.2Hz 
) , 5. 11 (2H, s) , 4. 40-4. 21 U 
Hm),2.40-2.17(2H,m),2.0 
1-1. 77(4H,m), 1.71-1.59(1 
H F m), 1.50-1. 20 (3H.m) 




purity >9 0% (NMR) 


MS 537 (M+l) 


Example No. 203 


1H NMR( 5) ppm 


6 6 


300MHz, DMS0-d6 

12. 74<lH,brs),8. 21(lH,s) 

,8.08(2H,d.J=?.0Hz),7.93 

(lH,d,J=8. 7Hz),7. 85(2h,d 

,J=8.7Hz),7.58(2H.d,J=8. 

7Hz),7. l3(2H,d,J=8.7Hz), 

4. 08 (4H, m) , 3. 68-3. 30 Kin, 
m),2. 40-1.23(14H,m) 


Purity > 9 0% (NMR) 
541 (M+l) 


Example No. 204 


1H NMR(6) ppm 


l vVV N l /=\ i — \ 

6 6 

V -- / HCI 


300MHz, DMS0-d6 
8. 39-8. 28(2H,m).8.08(lH, 
d,J=8.8Hz),7.76(2H d J=8 
,7Hz),7.29(2H,d.J=8. 7Hz) 
,7. 25-7. 13(2H.m),6.80-6. 
60(3H,nO,4. 46-3. 98 <4H, m) 
,3. 51-3. 42(lH,m),3.20-3. 
b4(lH,BO,2.39-1.20(14H,m 

) 


Purity > 9 0% (NMR) 
MS 
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Table 59 



Example No. 205 1 


H NMR(6) PPn» 

300MHz, DMS0-d6 
9 59(lH,brs),8.23(lH,s), 
8. 04 (1H, d,J=8.4Hz),7.90( 
lH,lj=8.4Hz).7.62(2H,d, 
J=8 7Hz),7.39(2H,2H,d,J= 
8.7Hz)7. 18(2H,d,J=8.7Hz) 
,6.63(2H,d J=8.7Hz) 3. 95 
-3. 37(4H,n),3.51-3.40(lH 
■A i 17-3 02(lH.m),2. 39 
-1. 18<17H f m) 


8 


Purity >9 0% (NMR) 
M S 553 (M+l) _ [ 


Example No. 20b 


1H NMR(6) ppm 

300MHz, DMS0-d6 
13.1(lH,brs),8.33(lH,s), 
8.29(lH,d,J=8.fz),8.06( 
lH,d.J=8. 7Hz),7.77 2H,d. 
J=8. 7Hz),7. 59-7. 52(4H,ni) 
,7.35(2H,d,T=8.8H Z ),5 19 
(2H,s), 4. 39(lH,m). 2.71(3 
H,s ,2 45-2.20(2H,m),2.2 
(Al95(2H,m) 1 95-1 75(2 
H,m), 1.75-1. 55(lH,m), 1.5 
5-1.15(3H,m). 


b 


Purity >9 0% (NMR) 


MS 558 (M+l) 


1 Example No. 207 


1H NMR(6) ppm 


O Q F 


300MHz, DMS0-d6 to 
8.29(lH,s),8.26(lH,d,J=8 
.8Hz) ,8.04(lH,d,J=8.7Hz) 
,7. 73(2H,d.J=8.8Hz) .7.50 
-7 41(6H,m),7.36(2H,d.J= 
8.8Hz),7. 18-7.13(2H.m),6 
.84(lH,s),4.33(lH.n),2.4 
0-2. 15 (2H,m), 2. 15-1.95(2 
H,m), 1.95-1. 75(2H,m), 1. 7 

e i ccMH m> 1 1 15(3 

" H,m). 


Purity > 9 0% (NMR) 




539 (M+l) 
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Table 60 




1H NMR(6) PPm 

300MHz, DMS0-d6 t 
8. 32(iH,s),8.27(lH,d.J=9 
,0Hz),8. 07-8. 00(3H,m),7. 
79-7. 70(3H,m),7.51(2H, d, 
J=8.1Hz),7.40(2H.d,J=8.4 
Hz), 7. 18(2H,d,J=8.7Hz),4 
.99(2H, s),4. 34(lH,n),2.4 
0-2.15(2H,m),2. 15-1.95(2 
H,m),l. 95-1. 75(2H,m),1.7 
5-1. 55(lH,m), 1.55-1. 15(3 
H,m). 



Example No. 209 


1H NMR( 6 ) ppm 




300MHz, DMS0-d6 % _ 
8.24(1H, d,J=4.4Hz),7.98a 
nd7. 88 (2H, ABq, J=8.6Hz),7 
.70and7. 19 (4H, A' B q, J=8. 
4Hz),7.35(lH,t,J=8.4Hz), 
6.86(lH,d,J=8.1Hz),6 79 ( 
1H, s),6.7l(lH,d.J=8. Hz) 
,4.65-4.53(lH.m),4.3l(lH 
,brt,J=12.2Hz),3. 88-3.78 
(2H,m),3.48(2H.t,J=9 0Hz 
),2. 39-2. 19(2H,m), 1.02-1 
.71(6H,n>),1.70-1.50(3H,m 
),1. 46-1. 19(3H,m) 


Purity >9 0% (NMR) 


MS 51301+1) 



Example No. 


210 


1H NMR( 5 ) ppm 

300MHz, DMS0-d6 
12.75(1H, s),8.23(lHj), 7 
.96and7. 87(2H, ABq. J=«. 7H 
z),7. 84-7.66(6H,m),7.38( 
1H t,J=8.4Hz),7. 18(2H,d, 
J=8.4Hz),6.91(lH,d,J=9.0 
Hz) 6.84(lH,s),6 74(lH,d 
,J=8. lHz),5. 26(2H s) 4 3 
l(lH,brt,J=12.2Hz),2.40- 
2.20(2H,m5,1.99-1.76(4H, 
m),l. 69-1. 58 (lH,m), 1.45- 
1. 20(3H,m) 






Purity > 9 0% (NMR) 


MS 


587 (M+l) 
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Table 61 



Example No. 211 h 

/-\ Nss/ HCI 


H NMR(6) ppn 

300MHz, DMS0-d6 
8.29(lH,s),8. 15and7.47(2 
H,ABq,J=9.0Hz),7.77and7. 
24(4^ABq,J=8.9Hz),7.39( 
lH,t,J=7.8Hz),6.84<lH,d, 
J=9.3Hz),6.76(lH,s),6.75 
(lH,d,J=9.5Hz),4.36(lH,b 
rt,J=i2.2Hz),3.89(2H,d,J 
=6, 0Hz) , 3. 42 (2H, d, J=10. 8 
Hz), 3. 04-2. 88 (2H,m), 2. 78 
-2.60(lH,in),2.71(2H,d.J= 
4.8Hz),2. 38-2.20(2H,o),2 
.07-1. 80(7H,m), 1.70-1. 20 


Purity >9u% ^imjvik.; 


M q 540 (M+D 


Example No. 212 


1H NMR(6) ppni 

300MHz, DMS0-d6 

8. 22 (1H, s),7.93and7.87(2 

H, ABq, J=8. 6Hz), 7. 68and7. 

17(4H,A , B'q.J=8.7Hz),7.4 

3-7.33(5H,in),6.87(lH,d,J 

=8. lHz),7.18(2H,d,J=8.4H 

z),6.91(lH,d,J=9.0Hz),6. 

81(lH,s).6.72(iH,d,J=8.0 

u 7 ) c 08(2H.s),4.36(lH,b 

rt J=12 ffflS ,37-2.20(2 

H,m), 1. 98-1. 78(4H,m), 1.6 

9-1. 60<lH,m), 1.41-1. 21(3 

H,m),1.28(9H f s) 




Purify >g o% ^ in ivj tv ; 


MS 575(M+1) 


Example No. 213 


1H NMR(6) PPm 

300MHz, DMS0-d6 
8.23(lH,s),7.95and7.86(2 
H,ABQ,Jf8.4Hz),7.69and7 
19 (4H, A B q f J=8. 7Hz) , 7. 6 
2-7. 36 (5H, m) , 6. 90 UH, a. J 

1H, d, J=8. 1Hz) , 5. 19 UHi 
,4:3i(lH,brt,J=12.2Hz),2 
40-2 19(2H,1V, 1. 99-1. 76 
(4H,m),l. 68-1. 55(lH,m),l 
' . 50-l.l8(3H,m) 


0 

mo-^V^v'N /=\ „ a \_^ 

6 °^ 


Purity >9 0%(NMR) 




Mq 553 (M+l) 
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Table 62 



Example No . 214 


IH NMR< 6 ) PPm 

300MHz, DMS0-d6 % 
8.94(lH,d.J=2.1Hz),8.60( 
lH.dd,J=4.8, 1. 5Hz), 8. 23 ( 
lHd,J=1.5Hz),8. 12(lH,dt 
,J=8.1,2. lHz),7.93(lH,d, 
J=8. 7Hz),7.87(lH,dd,J=8. 
7, 1.6Hz),7.70(lH,d J=8.7 
Hz),7.67-7.54(3H.m),7.50 
(1H, dd,J=8. 1. 4.8Hz).7.25 
(2H, d,J=8.7Hz),7. 21(lH.m 
);4:31<lH,in),2.38-2.19(2 
H, m) , 2. 00-1. 78 (4H,m) , 1.6 
5(lH,m),l. 48-1. 22(3H,m). 




Purity >9 0% (NMR) 


MS 490 (M+D 


Example No . 215 


1H NMR(5) ppm 

300MHz, DMS0-d6 _ 
12.75(lH,brs),8.23(lH.s) 
,7.95(lH,d,J=8.7Hz),7.86 
(lH,d,J=8. 7Hz),7. 73(2H,d 
,J=8.4Hz),7.7l(2H.d.J=8. 
4Hz) 7 63-7 39(2H,m),7.5 
2(2H!d',J=8. 4Hz),7. 24 (2H, 
d,J=8.4Hz),7. 18(lH,m) f 4 
3l(lH,m),2. 39-2.20(2H,m) 
,2:00-1.76(4H,m),L65(lH 
,m), 1.49-1. 18(3H,m). 


o 

v — / 


Purity > 9 0% (NMR) 


MS 5230I+D 




Example No . 216 


1H NMR(6) ppm 




300MHz, DMS0-d6 
12.77(lH,s),8.23(lH,d J= 
1.4Hz),7.95(lH,d,J=8.6Hz 
"\ 7 RfiflH dd T=8. 6.1.4Hz 
,7.70(2H,d,J=8.7Hz),7.6 
/i Voh ^ T=ft rHt^ 7 56-7. 4 
8(2H,3,7. 40 (1H, s),7.23( 
2H,d, J=8.7Hz),7. 10(lH,m) 
,7. 03(2H,d, J=8. 8Hz),4.31 
(lH,m),3.80(3H,s),2.48-2 
- .20(2H,m),2.00-1.88(4H,o 


Purity >9 0% (NMR) 


),L66(1H,id),1. 50-1.21(3 
H,m). 


MS 519 (M+l) 
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Table 63 



Example No . 217 


LH NMR( S ) ppm 
(DMS0-d6) 5 :12.80(lH f brs 
),8. 23 (1H, s),8. 04(1H, d f J 
=8.6Hz),7.96(3H, d,J=8.6H 
z),7. 86 (1H, d,J=8. 7Hz),7. 
63(2H,d,J=8.6Hz),7.25(2H 
,d,J=8.6Hz),5. 50(2H,s),4 
.36-4.21(lH.m),3.27(3H,s 
),2.74(3H,s), 2.40-2. 19(2 
H, m) , 1. 99-1. 79(4H,m),1.7 
1-1. 60(lH,m), 1.49-1. 19(3 
H,m) 


. % 


PniritV Q n % (NMR) 


MS 602 (M+l) 


Example No. 218 


1H NMR(8) PPn 

300MHz, DMS0-d6 

12. 9(1H, brs), 8. 25(15,5), 

8.04(lH,d,J=8.7Hz),7 91 ( 

1H, d,J=8.6Hz),7.72(2H,d, 

J=8.5Hz),7.67(2H,d,J=8.7 

H2),7.56(2H,d,J=8.5Hz) v 7 

.26(2H, d,J=8.7Hz),5.45(2 

H;s),4.31(lH.in),2.71(3H. 

s) 2!40-2.15(2H,m),2.05- 

1.80(4H,m),l. 75-1. 55 (1H, 

m), 1.55-1. 15 (3H,ra). 


a 

, 6 
0 

v — ' 




MS 558 (M+l) 


Example No. 219 


1H NMR( 6 ) ppm 


O <3 


300MHz, DMS0-d6 
8.2l(lH,d,J=1.5Hz) 7 93< 
1H, d,J=9.0Hz),7.84(lH,dd 
,J^=9.0,1.5Hz),7.56(2H, d. 
J=8. 7HzJ , 7. 4Z- 1 . ovytn, uu 
,7. 12(2H,d,J=8.7Hz),4.53 
(In, brs; , 4. do-*, £uu«, uv 
,3.55(2H f brs),3.00-2.90< 
1H m) 2. 70-2.58(lH,m),2. 
40 L 1. 10(18H,m) 


~ Purity > 9 0% (NMR) 




MS 54401+1) 
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Table 64 



Example No . 220 


1H NMR( 6 ) ppm 

300MHz. DMS0-d6 t 

12. 76(lH,s),8.23(lH,s),7 

.96and7. 87 (2H. ABq, Jf 8. 9H 

z),7.69and7. 19(4H,A'B'q, 

J=8.6Hz),7.55(lH,s),7.37 

(1H, t,J=8. lHz),6. 91(lH,d 

,J=7. 8Hz),6. 85(lH,s),6.7 

s),4. 3l(lH.brt,J=12.2Hz) 
,2.65(3H,s), 2.41-2. 20 (2H 
,m),2. 00-1. 74(4H,m),1.70 
-1.59(lH,m), 1.58-1. 20 (3H 
,m) 




Purity >9 0% (NMR) 


MS 540 (M+l) 


Example No . 221 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8. 23 (1H, s),7.96and7.86(2 
H, ABq, J=8. 6Hz) , 7. 69and7. 
18(4H,A , B'q,J=8.7Hz) 7 3 

7(lH, t,J=8.2Hz),6. 87 (1H, 
d,J=8.2Hz).6.82(lH,s),6 
75 (1H, d, J=8. 0Hz),5. 24 (2H 
, s) , 4. Drt, j-ifi. £n/. 
J,2.58(3H, s), 2. 38-2. 20(2 

H, m),2.30(3H 1 s),2.00-1.7 
9 (4H, m) , 1. 70-1. 59 UH, mj , 

I. 44-1. 20 (3H,m) 


o 

w 


Purity > 9 0% (NMR) 


MS 554CM+1) 


Example No. 222 


1H NMR(5) ppm 


o 

ii 

o ° 


300MHz, DMS0-d6 . 
12. 88(lH,brs),8.25(s,lH) 
,8.07-7.57(UH,ib).7.26(2 
H, d,J=8. 7Hz),7. 24(lH,in). 
4. 34(lH,m),2. 30-2. 20 (2H, 
m),2.03-1.78(4H,m),1.64( 
lH,m), 1.49-1. l9(3H,m). 


purity > 9 0% (NMR) 




MS 557 (M+l) 
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Table 65 



Example No. 223 


IH NMR( 6 ) ppm 

300MHz, DMS0-d6 

10.96(lH,brs),8.21(lH,d, 

J=1.4Hz),7.93(lH,d,J=8.7 

Hz) f 7.84(lH,dd,J=8.7,1.4 

Hz), 7. 76-7. 40(7H,m),7. 18 

(2H,d.J=8.0Hz),4.24-4.16 

(2H,o),2.40-l. 12(18H,m) 


o 

6 Ho- 

— \,y 


Purity >9 0% (NMR) 


MS 544 (M+l) 


Example No. 224 


IH NMR(5) PP«n 
(DMS0-d6) 8 :8.22(lH,s),8 
.07(lH,d.J=8.4Hz).7.92(l 
H,d,J-8.4Hz),7.54(2H,d,J 
=8.7Hz),7.40(2H,d,J=8.4H 
z).7.30(2H,d.J=8.4Hz).7. 
14 (2H, d. J=8.7Hz),4. 61 (2H 
,s),4:48-4.32(lH.m) 1 3.82 
(lH,brd,J=^ ; 3Hz),3.65-3 
.47 2H,o),3. 10(brdd, J=8. 
4,12,3Hz),2.40-2.20(2H,in 
), 2. 09-1.76(6H,m), 1.71-1 
.16(6H,m) 


o ci 


Purity >9 0% (NMR) 


MS 544 (M+l) 


Example No . 225 


IH NMR(6) ppn 


0 


(DMS0-d6) 6 :12.83(lH,brs 
),8.21(1H. s),8. 10(lH,brs 
),7.01-7.91(2H,m),7.89-7 
82 (2H m),7.75(lH,d, J=8. 
0Hz),7.59(2H,d,J=8.7Hz), 
7 53(4H.s),7.46(lH,brs), 
£l2(2H.d,J=8.7Hz) 7 23( 
2H,s),4.35-4 17(lH,m),2 
38-2.20(2H,m), 1.99-1. 79 ( 
4H,m), 1.71-1. 59(lH,m),i. 
- 48-1. 18(3H,m) 


purity >9 0% (NMR) 




~MS~ 580 (M+l) 
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Table 66 



Example No. 22b i 


H NMR(6) ppm 

300MHz, DMS0-d6 
B.33and8.08(2H,ABq,J=8.7 
Hz),8.31(lH,nO,7.66and7. 
26-(4H,A , B , q,J=9 v 2Hz),7.4 
2and7.39 4H, A'B'q. J=8. 7H 
z ),4.57(2H.s),4.50(lH.br 
t T=12.2H25,3.85-3.62(3H 
, m ).3.28-3. 16(2H,m),2.42 
-2. 23 (2H, m) , 2. 14-1. 81 \orl 
,m), 1.72-1. 25 (6H,m) 


o 

^ v ^ — y 

o 


Purity >9 0% (NMR) 


544 (M+l) 


Example No. 227 


1H NMR(8) ppm 

300MHz, DMS0-d6 
8.43(lH,d 1 J=5.0Hz),8.23( 
1H, s) , 7. 96and7. 86 (2H, ABq 
,J=8:6Hz),7.69and7.18(4H 

A'B'q,J=8.6Hz),7. 57 (1H, 
S ),7.47(lH.d.J=5.0Hz).7. 
40 (2H, t,J=8.2Hz),6.9lUH 

A T=8 3Hz),6.85(lH,s),6 
:?7aH;rj=V9Hz),5 25(2 

H, s).4.31(lH,brt,J=12.2H 

I. 75(4H,m),1.73-1.57(lH, 
m), 1.49-1. 19(3H,m) 


o 


Purity >9 0% (NMR) 
M g 554 (M+l) 


Example No. 228 


1H NMR(5) PPO 


O 0 

1 


300MHz, DMS0-d6 
12.80(iH,brs),8. 22(lH,s) 
,7.94(lH,d,J=8.6Hz),7 87 
(lH.d,J=8.6Hz),7.60(2H,d 
,J=8.7Hz),7.32(2H,d,J=8. 
7Hz) 7. 17(2H,d,J=8. 7Hz) , 6 
70 (2H. d,J=8. 7Hz).4. 35-3 
' 97 (4H. m) , 3. 62-3. 11 (2H, m 
) , 2. 96 (6H, s) , 2. 39-1. 1Z U 
4H,m) 


Purity > 9 0% (NMR) 
M q 567 (M+l) 
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Table 67 



Example No. 229 1 


H NMR(6) ppm 

300MHz, DMS0-d6 # x rt 
8.25ClH,s),8.20(lH,s) 8. 
04(lH,dd.J=8. l.L8Hz).7. 
92(lH,d,J=8. 1Hz),7.84(1H 
;d,J=9.9Hz) > 7.62-7.50(7H 
n .;7.12(2H,d,J=8.7Hz),5 
!l4(2H, s) ,4.36(2H,q,J=6. 
9Hz),4.30-4.20(lH,m),2.3 
8-2 18 (2H,m), 1.98-1. 18(8 
H,m),1.35(3H, t,J=6.9Hz) 


"fa 


Purity >9 0% v.nmk; 


[ms 608 (M+l) 


Example No. 230 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8.35(lH,s),8.27(lM,J=8 
.7Hz),8.O5(lH,d,J=9.0Hz) 
,7.87(2H,d.J=8.7Hz> 7 74 
(lH,t.J=8.1Hz).7.64(lH,d 
T=7.8Hz),7. 59-7.50(2H,m 
5,7.36(2H,d,J=8.7Hz),4.3 
9(lH.m), 2.40-2 15 (2H,m), 
9 15-1 95(2H,m). 1.95-1. 7 
5(2H,m),l. 75-1. 55(lH,m), 
1. 55-1.20(3H,m). 


6 °^ 


Pulley aoouty U to v^"* 1 ^' 


MS 481 (M+l) 


Example No. 231 


1H NMR( 6 ) ppm 


t 


300MHz DMS0-d6 
12. 78(lH,brs),8.23(lH,d, 
J=1.5Hz),7.96(lH,d,J=8.7 
Hz),7.87(lH.dd J=8 7 ,1.5 
Hz) , 7. 75 (2H, d, J-e. 
.63(2H,d,J=8.4Hz),7 52(2 
H,d.J=8.4Hz),7.24(2H.d,J 
=8.4Hz),5.47(2H,s),4.29( 
1H m) 2. 97 (6H, brs) , 2. 72 ( 
3H,s)'.2. 39-2. 16(2H,m),2. 
~ 00-1; 78 (4H.ni), 1.71-1. 59 ( 


purity about9 0% (NMR) 


lH,m),l. 49-1. 17(3H,m). 


MS 595 (M+l) 
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Table 68 



Example No. 232 


1H NMR( 6) ppm 

300MHz, DMS0-d6 
12.8(lH,brs),8. 22 (1H, s), 
7.96(lH,d,J^.7Hz),7.86( 
1H, d,J=8.6Hz),7.70(lH,s) 
,7.59(2H,d.J=8.7Hz),7.63 
-7.50(5H,m),7.42(iH,d,J= 
7.9Hz),7.12(2H,d»J=8.7Hz 
),5.11(2H.s),4. 27(lH,o), 
3.01(3H,brs),2. 97(3H,brs 
),2.4O-2.15(2H,m),2.O0-l 
.75(4H,m),l. 75-1. 55(lH,m 
), 1.50-1. 15(3H,m). 


6 >< 


Purity >9 0% (NMR) 


MS 608 (M+l) 


Example No. 233 


1H NMR( 6) ppm 


01 

- o 


DMS0-d6 

13. 20(lH,brs),8.99(lH,s) 
,8. 32(lH,s),8. 25(lH,d,J= 
8.8Hz),8.04(lH,d.J=8.6Hz 
),7. 79-7. 74(4H,m),7. 60(2 
H d.J=8. 5Hz),7.30(2H.d,J 
=8.7Hz),5.26(2H.s),4.36( 
lH,m),2. 72(3H,s),2.50-2. 
15(2H,o),2. 15-1. 95(2H,n) 
,i.95-1.75(2H,m). 1.75-1. 
55(lH,m),l. 55-1. 15(3H,m) 


purity >9 0% (NMR) 


MS 553(M+1-HC1) 


Example No. 234 


1H NMR( 6 ) ppm 


01 

o 

- 6 


DMS0-d6 

8.77(lH,d.J=3.6Hz),8.36- 
8 26 (3H m),8.08(lH,d, J=8 
.8Hz),7.79(2H,d.J=8.7H z ) 
7 72-7 64 (3H, m) , 7. 58 (2H 
;d;j=8.4Hz),7.30(2H,d,> 
8. 7Hz),5.26(2H, s),4. 38(1 
H,m),2.50-2. 15(2H,m),2.1 
5-1. 95<2H,m),l. 95-1. 75(2 
H,m), 1.75-1. 55 (lH,m) ( 1.5 
" 5-1.15(3H,m). 


Purity >9 0% (NMR) 




MS 538(M+1-2HC1) 
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Table 69 



Example No. 235 


IH NMR( 6 ) ppm 

300MHz, DMS0-d6 
12.74<lH,brs),8.67(lH,dd 
,J=3. 1, 1.6Hz),8. 21(lH,d, 
J=1.6Hz),7.93(lH.dJ=8.6H 
z),7.90-7.80(2H,b),7.60- 
7. 50(7H,m),7.09(2H. d,J=8 
.7Hz)»5. 16(2H,s),4. 26 (1H 
,m),2.40-2.20(2H.m),2.00 
i kn ml 1 RO-1 20 (3H 
,m) 


b 


Purity >9 0% (NMR) 


MS APCI-Ms 538 (M+l) 


Example No. 236 


IH NMR( 6 ) PPm 

300MHz, DMSO-d-6 
8.40-7.40(llH.m),2. 95,2. 

mj,2. 10-1.80(4H.m),1.70- 
1.60(lH,in), 1.50-1. 20 (3H, 
n>) 


0 

O -F 


Purity >9 0% (NMR) 


MS APCI-Ms 555 (M+l) 


Example No. 237 


IH NMR(5) PPB 

300MHz, DMS0-d6 t ^ 
8.2K1H, s),8.15(lH,d,J=9 
.5Hz),8. 02 (lH,s), 8.00-7. 
80(3H,m),7. 70-7. 50(6H,m) 
, 7. 12(2H,.d, J=8. 7Hz), 5. 16 
(2H,s),4.28(lH,m) > 2.40-2 
. 20 (2H, m) , 2. 00-1. 80 (4H, m 
),1.65(lH,m), 1.50-1.20(3 
H,m) 


01 


Purity >9 0% (NMR) 




MS FAB-Ms 605 (M+l) | 
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Table 70 



Example No . 



238 



- O - 



Purity >9 0% (NMR) 
APCI-Ms 521 QfrlT 



MS 



1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
12.80(lH,brs),8.54(lH.s) 
8.25C1H, s),7.98and7.88( 
2H Sq,J^8 6Hz),7.76 2H, 
d J=8.6Hz),7.53-7.31(3H 

,4. 32(lH,brt),2.40-2.20( 
2H,m),2.02-l. 79(4H,m),l. 
69^1. 59<lH,m), 1.48-1. 19 ( 
3H, m) 



Example No. 



239 



Purity >9 0% (NMR) 



1H NMR(6) ppm 

300MHz, DMS0-d6 
12.79(lH,brs),8.60(2H,d, 
T=1.5Hz),8. 53 (1H, a), 8.25 
(lH,s),7.98and7.85(2H,AB 
ij=9.4Hz),7.76(2H, 
d J=9.0Hz),7.44(4H,d J=6 
.5Hz),6.69(lH, s),5. 53 (2H 
s),4:32(lH,brt),2.40-2. 
l9(2H,m),2. 03-1. 82(4H.m) 
,1,72-1. 61(lH,m), 
1.42-1. 22(3H,m) 



MS 



APCI-Ms 522 (M»l) 



Example No. 



240 



6 



Purity > 9 0 % (NMR) 



MS 



APCI-Ms 525 (M+D 



1H NMR(5) ppm 

300MHz, DMS0-d6 
8.90(lH,s),8.32(lH, s),8. 
28(lH,s),8. 25 (IH, d,J=8.3 
Hz),8.05(lH,d,J=8.8Hz),7 
.96(lH,s),7.93(lH,d 
J=8. 8Hz),7. 83 (1H, d.J=8.4 
Hz), 7. 68-7. 69 (2H,m), 7. 54 
(2H, d, J=8.8Hz).4.37(lH,b 
rt),2.30(2H.m),2.00(2H.m 
), 1.88(2H,m).1.67(lH,m), 
1.5-1.2(3H,m) 
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Table 71 



-I 


:x. no. 


Formula 


MS 


5 — 


"Tool 


_ ~ "~ 3 


64 (M+H) 


10 








15 
20 


1002 


b 


154 (M+H) 




1003 


o 


398 (M+H) 


25 








30 
35 


" 1004 1 




357 (M+H) 


40 


1005 




322 (M+H) 


45 




b 




50 
55 


1006 




385 (M+H) 
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Table 72 



Ex. No. 


Formula 


MS 


1007 


— — " 3 


57 (M+H) 


1008 




116 (M+H) 


1009 




310 (M+H) 


1010 




390 (M+H) 


1011 


O NO, 


395 (M+H) 


1012 


b ' 


366 (M+H) 
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Table 73 



I Ex. No . 


Formula 


MS 




5 1— 

10 


1013 


— \~ 6 


74 (M+H) 


15 
20 


1014 




382 (M+H) 


25 
30 
35 
40 
45 
50 


1015 


— 5~ 

o y— oh 


350 (M+H) 


1016 


a 


402 (M+H) 


1017 


o 


414 (M+H) 




1018 




340 (M+H) 









55 



139 
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Table 74 



Ex. No. 


Formula 


MS 


1019 


9 o 


350 (M+H) 


1020 


o 

II 

b " 


380 (M+H) 


1021 


O o 

o 


366 (M+H) 


1022 


o 


378 (M+H) 


1023 




402 (M+H) 
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Table 75 



Ex. NO. 


Formula 


MS 


1024 


TP - ' 


18 (M+H) 


1025 


O CI 


408 (M+H) 


1026 




336 (M+H) 


1027 




408 (M+H) 


1028 


0 

O V-OH 


366 (M+H) 


1029 




362 (M+H) 



141 
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Table 76 



Ex. No. 


Formula 


MS 


1030 


. , 4 


73(M+H) 


1031 




338 (M+H) 


1032 


o 


307 (M+H) 


1033 




406 (M+H) 


1034 




466 (M+H) 


1035 


J 3 


412 (M+H) 



142 
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Table 77 



Ex. No. 


Formula 


MS 


1036 


~F\ 7 


12(M+H) 


1037 




428 (M+H) 


1038 




466 (M+H) 


1039 




406 (M+H) 


1040 


b 


417 (M+H) 


1041 




440 (M+H) 



143 
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Table 78 





Sx. No. 


Formula 


MS 


5 - 


1042 




17 (M+H) 


10 




o 




15 
20 


1043 


o 


44 0 (M+H) 


25 


1044 


b 


312 (M+H) 


30 
35 


1045 




423 (M+H) 


40 


1046 


O OH 


352 (M+H) 


45 




l i v ^ L - N / V^/ CHj 




SO 


1047 




307 (M+H) 



55 



144 
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Table 79 



Ex. No. 


Formula 1 MS 


1048 


F 




fb~49 




398 (M+H) 


1050 


o 


326 (M+H) 


1051 




442 (M+H) 


1052 




518 (M+H) 



145 
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Table 80 





Ex. NO. 


Formula 


MS 


5 
10 


1053 




42 (M+H) 


15 
20 


1054 




376 (M+H) 


25 
30 


1055 




442 (M+H) 


35 


" 1056 




352 (M+H) 


40 
45 


1057 




367 (M+H) 


50 

55 


1058 




367 (M+H) 
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Table 81 



Ex. No. 


Formula 


MS 


1059 


b 


64(M+H) 


1060 


b f 


324 (M+H) 






352 (M+H) 


1062 




357 (M+H) 


10 63 




360 (M+H) 


1064 




351 (M+H) 
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Table 82 



Ex. No. 


Formula 


MS 


1065 




$51 (M+H) 


1066 




366 (M+H) 


1067 


OH 


367 (M+H) 


1068 




364 (M+H) 


1069 




350 (M+H) 


1070 




306 (M+H) 




148 
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Table 83 



Ex. No. 


Formula 


MS 


1071 


o 


"65 (M+H) 


1072 




555 (M+H) 






399 (M+H) 


1074 




358 (M+H) 






337 (M+H) 


1076 




386 (M+H) 
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Table 84 



Ex. NO. 


Formula 


MS 




1077 


b 


58(M+H) 


1078 




417 (M+H) 


1079 




311 (M+H) 


1080 




391 (M+H) 


1081 


9 NO. 


396 (M+H) 




1082 


\ OH 


367 (M+H) 


1 



150 
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Table 85 



Ex. No. 


Formula 


MS 


1083 


F 


J75(M+H) 


1084 


o 

0 Y— OH 


351 (M+H) 


1085 




383 (M+H) 


1086 




403 (M+H) 


1087 




415 (M+H) 


1088 




341 (M+H) 
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Table 86 



Ex. No. 


Formula 


MS 


1089 


i 1 

o 


351 (M+H) 


1090 


o 


381 (M+H) 


1091 




367 (M+H) 


1092 




379 (M+H) 


1093 




403 (M+H) 



50 



152 
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Table 87 



Ex. No. 


Formula 


MS 


1094 




519 (M+H) 


1095 




409 (M+H) 


1096 




337 (M+H) 


1097 




409 (M+H) 


1098 




367 (M+H> 


1099 




363 (M+H) 



153 
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Table 88 



Ex. No. 


Formula 


MS 


1100 


"t> 


74(M+H) 


iloi 


b 


339 (M+H) 


1102 


o 


308 (M+H) 


1103 


O 


467 (M+H) 


1104 




413 (M+H) 


1105 




413 (M+H) 



154 
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Table 89 



Ex. No. 


Formula 


MS 


1106 




29(M+H) 


1107 




467 (M+H) 


1108 


o 




1109 


o u 




1110 




441 (M+H) 


1111 




" 418 (M+H) 
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EP 1 162 196 A1 

Table 90 



Ex. No. 


Formula 


MS 


1112 


b 


13 (M+H) 


1113 


b 


308 (M+H) 


1114 




375 (M+H) 


1115 




399 (M+H) 


1116 


o 


327 (M+H) 


1117 


0 o' P-CH, 


443 (M+H) 



156 
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Table 91 



Ex. No. 


Formula 


MS 


1118 


9 

0 


519 (M+H) 


1119 




443 (M+H) 


1120 




377 (M+H) 


1121 


O 0— CH, 


443 (M+H) 


1122 


o o' 

<b 


353 (M+H) 



157 
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Table 92 



Ex. No. 


Formula 


MS 


1123 




368 (M+H) 


1124 


y. oh 


368 (M+H) 


1125 




365 (M+H) 


IT26 


b ■ 


325 (M+H) 


1127 




353 (M+H) 


1128 




358 (M+H) 



158 
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Table 93 



Ex. No. 


Formula 


MS 


1129 


O F/ 


361 (M+H) 


1130 




352 (M+H) 


1131 


o 


352 (M+H) 


1132 


«o'Tf^r'V_y = \-o 


367 (M+H) 


1133 




368 (M+H) 


1134 


b v 


365 (M+H) 



159 
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Table 94 



Ex. No . 


Formula 


MS 


1135 




$51 (M+H) 


1136 




307 (M+H) 


1137 




385 (M+H) 


1138 


0 


365 (M+H) 


1139 




467 (M+H) 


1140 




387 (M+H) 
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Table 95 



Ex. No. 


Formula 


MS 


1141 




J22 (M+H) 


1142 




364 (M+H) 


1143 




323 (M+H) 


1144 




363 (M+H) 


1145 




484 (M+H) 


1146 




385 (M+H) 



161 
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Table 96 



5 


Ex. No. 


Formula 


MS 




1147 




i27 (M+H) 


10 








20 


1148 


O j — CH 3 

O 


420 (M+H) 


25 
30 


1149 




508 (M+H) 


35 


1150 




458 (M+H) 


40 










1151 




458 (M+H) 


45 








50 




6 





55 



162 
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Table 97 



Ex. No. 


Formula 


MS 


1152 


Q 

b 


174 (M+H) 


1153 




458 (M+H) 


1154 




508 (M+H) 


1155 


CH, 


454 (M+H) 
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Table 98 



Ex. No. 


Formula 


MS 


1156 


— - — — OMb 


170 (M+H) 


1157 




496 (M+H) 


1158 




482 (M+H) 


1159 




448 (M+H) 


1160 




488 (M+H) 



164 
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Table 99 



Ex. No. 


Formula 


MS 


1161 


p 


168 (M+H) 


1162 




447 (M+H) 


1163 




466 (M+H) 


1164 


0 


526 (M+H) 


1165 


/ — o 


420 (M+H) 
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EP 1 162 196 A1 



Table 100 



Ex. No. 


Formula 


MS 


1166 


\J 




190 (M+H) 


1167 




0 

V-CH, 


435 (M+H) 










1168 


< 

o 






1169 


<b 




436 (M+H) 


1170 


o 




4 04 (M+H) 


1171 






406 (M+H) 



166 
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Table 101 



Ex. No. 


Formula 


MS 


1172 




392 (M+H) 


1173 


o 


420 (M+H) 


1174 


1 — _y~ yCH * 


406 (M+H) 


1175 




420 (M+H) 


1176 




523 (M+H) 


1177 




406 (M+H) 
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Table 102 



Ex. No. 


Formula 


MS 


1178 


b 


147 (M+H) 


1179 


" 

L ^ 


433 (M+H) 


1180 • 




509 (M+H) 


1181 


o 


513 (M+H) 



168 
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Table 103 





Ex. No. 


Formula 


MS 


5 


1182 


0 


97 (M+H) 


0 
25 


1183 


0 


496 (M+H) 


30 
35 


1184 


o 


418 (M+H) 


40 
45 


1185 


o 


508 (M+H) 


50 
55 


1186 




490 (M+H) 



Table 104 



Ex. No. 


Formula 


MS 


1187 


O 


141 (M+H) 


1188 




455 (M+H) 


1189 


0 


455 (M+H) 


1190 




513 (M+H) 


1191 






il92 




494 (M+H) 
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Table 105 



Ex. No. 


Formula 


MS 


1193 


o 


,12 (M+H) 


1194 


0 


504 (M+H) 


1195 




516 (M+H) 

inn luillt 


1196 




49 / IM+rl J 


1197 




456 (M+H) 


1198 


o / = \ /~~\ 

0 


509 (M+H) 



171 
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172 



Table 107 



Ex. No. 


Formula 


MS 


1205 


/=\ 

■o 


454 (M+H) 


1206 




325 (M+H) 


1207 




341 (M+H) 


1208 


0 


385 (M+H) 


1209 




363 (M+H) 


1210 


Q 


332 (M+H) 



173 
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Table 108 



Ex. No. 


Formula 


MS 


1211 






1212 




3 JO \«Tn| 
•3/in iMiti l 


1213 






1214 




321 (JM+HJ 


1215 






1216 


/] \— OH 


367 (M+H) 



55 



174 
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Table 109 



Ex. No. 


Formula 


MS 


1217 


_ - ' " i 


133 (M+H) 


1218 




391 (M+H) 


1219 




337 (M+H) 


1220 




385 (M+H) 


1221 




341 (M+H) 


" 1222 


V. CN 


332 (M+H) 



175 
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Table 110 



Ex. No. 


Formula 


MS 


1223 




395 (M+H) 


1224 




375 (M+H) 


1225 






1226 




321 (M+H) 


1227 




426 (M+H) 






460 (M+H) 



176 
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Table 111 



Ex. No. 


Formula 


MS 


1229 


0 


442 (M+H) 


1230 




468 (M+H) 


1231 




456 (M+H) 


1232 


~~ a 


494 (M+H) 


1233 




451 (M+H) 


1234 


— " " 0~ 

o . / 


468 (M+H) 



177 
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Table 112 



Ex. No. 


Formula 


MS 


1235 




19 8 (M+H) 


1236 




476 (M+H) 


1237 


b 


502 (M+H) 


1238 


ft H /=\ ft 

<b 


505 (M+H) 


1239 


■ o v 

S H_/ = \ 


469 (M+H) 



178 
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Table 113 



5 


Ex. No. 


Formula 


MS 


10 


1240 




too 

o 


183 (M+H) 


15 \ 
20 


1241 




0 

V-OH 

O 


408 (M+H) 


25 
30 


1242 




o 


460 (M+H) 


35 


1243 




o 


468 (M+H) 


40 








494 (M+H) 


45 






o 




50 


1245 




HA 
O 


454 (M+H) 



55 



179 
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Table 114 



EX. No. 


Formula 


MS 


1246 


0 


468 (M+H) 


1247 




498 (M+H) 


1248 




482 (M+H) 


1249 




468 (M+H) 


1250 


J* 


460 (M+H) 



180 
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Table 115 



Ex. No- 


Formula 


MS 


1251 


wX tXK> 


442 (M+H) 


1252 




468 (M+H) 


1253 




456 (M+H) 


1254 




494 (M+H) 



55 



181 
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Table 116 



Ex. No. 


Formula 


MS 


1255 


mX o>~o 


451 (M+H) 


1256 




468 (M+H) 


1257 




498 (M+H) 


1258 




470 (M+H) 



182 
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Table 117 



Ex. No. 


Formula 


MS [ 


1259 




476 (M+H) 


1260 


yP<> 


502 (M+H) 


1261 




505 (M+H) 


1262 




469 (M+H) 



183 
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Table 118 



Ex. No. 


Formula 


MS 


1263 




X) 

if 


483 (M+H) 


1264 


mk (X 




408 (M+H) 


1265 






460 (M+H) 


1266 




-o 


468 (M+H) 



184 
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Table 119 



Ex. No. 


Formula 


MS 


1267 




194 (M+H) 


1268 




454 (M+H) 


1269 




468 (M+H) 


1270 




49 8 (M+H) 



185 
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Table 120 



Ex. No. 


Formula 


MS 


1271 


H,C 

J* 

b 


182 (M+H) 


1272 




468 (M+H) 


1273 




494 (M+H) 


1274 


b 


484 (M+H) 



186 
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Table 121 



5 


Ex. No. 


Formula 


MS 


10 
15 


1275 




519 <M+H> 


20 
25 


1276 




427 (M+H) 


30 
35 


1277 


P-CH, 


456 (M+H) 


40 
45 
50 


1278 




516 (M+H) 



55 



187 
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Table 122 



Ex. No. 


Formula 


MS 


1279 




136 (M+H) 


1280 




426 (M+H) 


1281 


o / — ^ ^ 

Am 


440 (M+H) 


1282 




454 (M+H) 


1283 




468 (M+H) 



188 



EP 1 162 196 A1 




EP 1 162 196 A1 



Table 124 



Ex. No. 


Formula 


MS 


1289 




09 (M+H) 


1290 




455 (M+H) 


1291 




494 (M+H) 


1292 




418 (M+H) 



190 
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Table 125 



Ex. No. 


Formula 


MS 


1293 


o 


y 


90 (M+H) 


1294 






496 (M+H) 


1295 


mX tXH 




477 (M+H) 


1296 






508 (M+H) 


1297 






470 (M+H) 



191 
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Table 126 





Ex. No. 


Formula 


MS 


0 
5 


1298 




435 (M+H) 


'0 
25 


1299 




488 (M+H) 


30 
35 


1300 


_ . / \ — CH. 


454 (M+H) 


40 
45 
50 


1301 




504 (M+H) 



55 



192 
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Table 127 



Ex. No. 


Formula 


MS 


1302 


H,C 
HM 

\/> 


>13(M+H) 


1303 




399 (M+H) 


1304 


P 


530 (M+H) 


1305 




504 <M+H) 


1306 




440 (M+H) 



193 
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Table 128 



Ex. NO. 


Formula 


MS 


1307 


— — ■ ~ a i 


194 (M+H) 


1308 




508 (M+H) 


1309 


p 


518 (M+H) 


1310 




532 (M+H) 






1311 




522 (M+H) 


194 
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Table 129 



5 


Ex. No. 


Formula 


MS 


10 
15 


1312 


£ 

~ X CQ<H 
b 


546 (M+H) 


20 


1313 




484 (M+H) 


25 








30 
35 


1314 


o 


517 (M+H) 


40 


1315 




488 (M+H) 


45 
50 


1316 


o 


481 (M+H) 



55 



195 
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Table 130 



Ex. No. 


Formula 


MS 


1317 




113 (M+H) 


1318 




423 (M+H) 


1319 


0 


504 (M+H) 


1320 


B>! YTVC>f 

6 \ 


510 (M+H) 


1321 


a 


522<M+H) 


1322 




522 (M+H) 



196 
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Table 131 



Ex. No. 


Formula 


MS 


1323 




s=\ .0 

O-CH, 


84 (M+H) 


1324 




449 (M+H) 


1325 






502 (M+H) 


1326 




O- Q 


491 (M+H) 


1327 






496 (M+H) 



197 
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Table 132 



Ex. No. 


Formula 


MS 


1328 


g 


497 (M+H) 


1329 




470 (M+H) 


1330 


8 


530 (M+H) 


1331 




502 (M+H) 


1332 


a 


522 (M+H) 



198 



EP 1 162 196 A1 




199 



EP 1 162 196 A1 

Table 134 



Ex. No. 


Formula 


MS 


1339 


W H,/ 


528 (M+H) 


1340 


i 


498 (M+H) 


1341 


V 


514 (M+H) 


1342 




513 (M+H) 




6 o 


488 (M+H) 


1344 




502 (M+H) 



200 
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Table 135 



Ex. No. 


Formula 


MS 


1345 


9 


188 (M+H) 


1346 




502 (M+H) 


1347 




499 (M+H) 


1348 




480 (M+H) 


1349 




522 (M+H) 


1350 


0 


546 (M+H) 



201 
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Table 136 



Ex. No. 


Formula 


MS 


1351 


O 


CH, 


182 (M+H) 


1352 




484 (M+H) 


1353 




t 


609 (M+H) 






532 (M+H) 


1355 




4 80 (M+H) 


1356 




"A 


566 (M+H) 



202 
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Table 137 



Ex. No. 


Formula 


MS 


1357 


. 


502 (M+H) 


1358 . 


ft 


596 (M+H) 


1359 




491 (M+H) 


1360 




491 (M+H) 


1361 


ft 


491 (M+H) 


1362 


CH, 


496 (M+H) 



EP 1 162 196 A1 



Table 138 



Ex. No. 


Formula 


MS 


1363 


o ^ 


312 (M+H) 


1364 




494 (M+H) 


1365 




488 (M+H) 


1366 




481 (M+H) 


1367 




524 (M+H) 


1368 




497 (M+H) 



204 
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Table 139 



Ex. No. 


Formula 


MS 


1369 


6 


0 


172 (M+H) 


1370 ■ 


6 


0 


469 (M+H) 


1371 




o 

CH, 


470 (M+H) 


1372 






469 (M+H) 


1373 






494 (M+H) 


1374 






458 (M+H) 
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Table 140 





Ex. No. 


Formula 


MS 


5 
10 


1375 


o b-° 


512 (M+H) 


15 
20 


1376 




554 (M+H) 


25 
30 


1377 


I 


542 (M+H) 


35 


1378 


O (O 

HO 


526 (M+H) 


40 
45 


1379 


y~% 

\ > / 


496 (M+H) 


55 


1380 




510 (M+H) 
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Table 141 



Ex. No. 


Formula 


MS 


1381 




540 (M+H) 


1382 


Jv/^^N /=\ .0 pHj 


525 (M+H) 


1383 




558 (M+H) 


1384 


6 ^ 

a 


523 (M+H) 


1385 


6 \ 


539 (M+H) 



207 
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Table 142 



Ex. No. 


Formula 


MS 


1386 




533 (M+H) 


1387 


NO, 


500 (M+H) 


1388 


b ^ 

H.C 


4 85 (M+H) 


1389 




523 (M+H) 


1390 




512 (M+H) 



208 
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Table 143 





Ex. No. 


Formula 


MS 


5 
10 


1391 


TV 


540 (M+H) 


15 
20 


1392 




527 (M+H) 


25 


1393 




525 (M+H) 


30 
35 


1394 




507 (M+H) 


40 
45 


1395 


a 


491 (M+H) 


50 
55 


1396 




506 (M+H) 



209 
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Table 144 



Ex. No. 


Formula 


MS 


1397 


a 


522 (M+H) 


1398 




538 (M+H) 


1399 


CI 


522 (M+H) 


1400 




530 (M+H) 


1401 


a 


600 (M+H) 


1402 


6 r 


504 (M+H) 



210 



EP 1 162 196 A1 

Table 145 



Ex. No. 


Formula 


MS 


1403 




534 (M+H) 


1404 




475 (M+H) 


1405 




472 (M+H) 


1406 


0 

'6 


455 (M+H) 


1407 


o 


469 (M+H) 


1408 


6 K 


547 (M+H) 



211 
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Table 146 



Ex. No. 


Formula 


MS 


1409 


o 


529 (M+H) 


1410 




435 (M+H) 


1411 




504 (M+H) 


1412 


o 

b Q 


469 (M+H) 


1413 


0 

O 


522 (M+H) 


1414 


<Cx>-<~> y 


488 (M+H) 



212 
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Table 147 



Formula 







213 
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Table 148 



Ex. No. 


Formula 


MS 


1421 


o 

' o 


469 (M+H) 


1422 


°v\ H 

i a 
\ \ a 


536 (M+H) 


1423 




510<M+H) 


1424 




494 (M+H) 


1425 


o 

o 


458 (M+H) 
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Table 149 



Ex. No. 


Formula 


MS 


1426 


CI 


612 (M+H) 


1427 




526 (M+H) 


1428 




480 (M+H) 


1429 




441 (M+H) 


1430 




511 (M+H) 



215 
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Table 150 



Ex. No. 


Formula 


MS 


1431 


o 




530 (M+H) 


1432 


o 

boA co-o 




497 (M+H) 


1433 


o 


o 


441 (M+H) 


1434 


0 




491 (M+H) 


1435 


o 

O 


\=<\ 


491 (M+H) 


1436 


o 

A»-0 


(Ty=J 





216 



EP1 162 196 A1 

Table 151 



Ex. No. 


Formula 


MS 


1437 


0 


524 (M+H) 


1438 




508 (M+H) 


1439 




474 (M+H) 


1440 


0 


490 (M+H) 


1441 




508 (M+H) 


1442 




474 (M+H) 
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Table 152 



Ex. No. 


Formula 


MS 


1443 




516 (M+H) 


1444 




600 (M+H) 


1445 


o 


504 (M+H) 


1446 


H 

^ — h,c-o a 


534 (M+H) 


1447 




475 (M+H) 



218 
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Table 153 



Ex. No. 


Formula 


MS 


1448 




530 (M+H) 


1449 




440 (M+H) 


1450 




490 (M+H) 


1451 




474 (M+H) 


1452 




441 (M+H) 


1453 


CI 


508 (M+H) 



219 



Table 154 



Ex. No. 


Formula 


MS 


1454 




455 (M+H) 


1455 




522 (M+H) 


1456 




496 (M+H) 


1457 


0 0 


516 (M+H) 


1458 




426 (M+H) 


1459 




482 (M+H) 



55 
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Table 155 



Ex. No. 


Formula 


MS 


1460 


o 


586 (M+H) 


1461 




516 (M+H) 


1462 




427 (M+H) 


1463 




476 (M+H) 


1464 




460 (M+H) 


1465 




502 (M+H) 



EP 1 162196 A1 

Table 156 



Ex. No. 


Formula 


MS 


1466 






586 (M+H) 


1467 


\ — / 




518 (M+H) 


1468 






530 (M+H) 


1469 


6 b- 


598 (M+H) 


1470 


o 

o b 


512 (M+H) 


1471 




544 (M+H) 



222 



Table 157 



Ex. No. 


Formula 


MS 


1472 




440 (M+H) 


1473 




490 (M+H) 


1474 




474 (M+H) 


1475 




441 (M+H) 


1476 




508 (M+H) 


1477 




455 (M+H) 
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Table 158 



Ex. No. 


Formula 


MS 


1478 




522 (M+H) 


1479 


O — /=\ CH > 


496 (M+H) 


1480 


o 


516 (M+H) 


1481 


J 3 


426 (M+H) 


1482 


6 


482 (M+H) 



224 



Table 159 



Ex. No. 


Formula 


MS 


1483 


P-CH, 

6 


486 (M4H) 


1484 




516 (M+H) 


1485 




427 (M+H) 


1486 




476 (M+H) 



55 



Table 160 



Ex. No. 


Formula 


MS 


1487 


^ J 


460 (M+H) 


1488 


a f J 


502 (M+H) 


1489 


mX txyo a 


586 (M+H) 


1490 




518 (M+H) 



55 



Table 161 



Ex . No . 


Formula 


MS 


1491 




530 (M+H) 


1492 




598 (M+H) 


1493 




512 (M+H) 


1494 




544 (M+H) 



227 
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Table 162 



Ex. NO. 


Formula 


MS 


1495 


( ^— V CH, 

a 


580 (M+H) 


1496 


ci 


550 (M+H) 


1497 




606 (M+H) 


1498 


o |/ 


580 (M+H) 


1499 




550 (M+H) 
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Table 163 



Ex. No. 


Formula 


MS 


1500 




606 (M+H) 


1501 


o 


630 (M+H) 


1502 




600 (M+H) 


1503 


9 


656 (M+H) 
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Table 164 



Ex. No. 


Formula 


MS 


1504 




630 (M+H) 


1505 


P 


600 (M+H) 


1506 




656 (M+H) 


1507 


CI 


580 (M+H) 
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Table 165 



Ex. No. 


Formula 


MS 


1508 




ci 


350 (M+H) 


1509 




a 




1510 




O— CH, 

€? 


580 (M+H) 


1511 


o 




550 (M+H) 


1512 






546 (M+H) * 



231 
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Table 166 



Ex. No. 


Formula 


MS 


1513 




516 (M+H) 


1514 




572 (M+H) 


1515 


O-CH, 


546 (M+H) 


1516 




516 (M+H) 


1517 




572 <M+H) 
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Table 167 



Ex. No. 


Formula 


MS 


1518 




602 (M+H) 


1519 




572 (M+H) 


1520 




628 (M+H) 



1521 



606 (M+H) 



EP 1 162 196 A1 

Table 168 



Ex. No. 


Formula 


MS 


1522 




573 (M+H) 


1523 




606 (M+H) 


1524 


O CH a 

0 i — N /=v CH, 


602 (M+H) 


1525 




572 (M+H) 



234 
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Table 169 



Ex. No. 


Formula 


MS 


1526 




528 (M+H) 


1527 




606 (M+H) 


1528 


a 


606 (M+H) 


1529 




614 (M+H) 



235 



EP1 162 196 A1 

Table 170 



Ex. No. 


Formula 


MS 


1530 




584 (M+H) 


1531 




640 (M+H) 


1532 




618 (M+H) 


1533 


0-CH3 

0 


614 (M+H) 


1534 


P 


584 (M+H) 
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Table 171 



Ex. No. 


Formula 


MS 


1535 


W , 


640 (M+H) 


1536 




627 (M+H) 


1537 


% 

HN CL 

o 


627 (M+H) 



50 



237 
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Table 172 



Ex. No. 


Formula 


MS 


1538 


> — / 


560 (M+H) 


1539 




634 (M+H) 








1540 




593 (M+H) 


1541 


— . — 


627 (M+H) 



238 
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Table 173 



Ex. No. 


Formula 


MS 


1542 


- cy . 


527 (M+H) 


1543 




560 (M+H) 


1544 




634 (M+H) 


1545 




593 (M+H) 



55 



EP1 162 196 A1 



Table 174 



Ex. No. 


Formula 


MS 


1546 


□ vH-( 


627 (M+H) 


1547 




627 (M+H) 


1548 


ViRr<_ 


560 (M+H) 


1549 




634 (M+H) 



240 
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Table 175 



Ex. No. 


Formula 


MS 


1550 


a 


527 (M+H) 


1551 


o 


560 (M+H) 


1552 


HN 


532 (M+H) 


1553 




565 (M+H) 



241 



EP1 162 196 A1 

Table 176 



Ex. No. 


Formula 


MS 


1554 


ft H /=\ 

o 


399 (M+H) 


1555 




599 (M+H) 


1556 




532 (M+H) 


1557 


II _/ " 


532 (M+H) 



242 



EP 1 162 196 A1 

Table 177 



Ex. No. 


Formula 


MS 


1558 




584 (M+H) 


1559 




570 (M+H) 



gene of HCV (EMBO J., 15:12-22, 1996). 
40 Experimental Example [I] 

i) Preparation of enzyme (HCV polymerase) 

give a standard enzyme product. 

ii) Synthesis of substrate RNA 

Son fnzte Kpnl to give a cDNA fragment containing the nucleotide sequence of from the restnct.cn enzyme 



EP 1 162 196 A1 

and preserved at -80°C. 

iii) Assay of enzyme (HCV polymerase) inhibitory activity 

[0297] A test substance (compound of the present invention) and a reaction mixture (30 pj) having the following 

EDTA (1 mM), MgCI 2 (5 mM), NaCI (50 mM), DTT (1 mM), BSA (0.01%) 

Table 178 



Ex. No. 


HCV polymerase inhibitory activity IC 50 [u.M] 


Ex. No. 


HCV polymerase inhibitory activity IC 50 [u.M] 


2 


0.079 


67 


0.26 


6 


0.034 


68 


0.28 


9 


0.019 


70 


0.19 


11 


0.53 


71 


0.62 


12 


0.60 


77 


0.51 


17 


0.047 


81 


0.18 


20 


0.042 


82 


0.097 


26 


0.033 


83 


0.52 


30 


0.052 


85 
86 


0.17 
0.13 


43 
44 


0.58 
0.95 


87 


r 0.80 


45 


0.40 


88 


0.092 


46 


0.47 


89 


0.34 


47 


0.54 


90 


0.20 


48 


0.44 


91 


0.53 


49 


0.94 


93 


0.16 


50 


0.54 


94 


0.084 


51 


1.0 


96 


"o25 


54 


0.56 


97 


0.16 



244 
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Table 178 (continued) 




Ex. No. 


HCV polymerase inhibitory activity ICso [u.M] 


Ex. No. 


HCV polymerase inhibitory activity IC 50 [p.MJ 


55 


0.36 


98 


0.30 




Table 179 


Ex. No. 


HCV polymerase inhibitory activity IC 50 [u.M] 


Ex. No. 


HCV polymerase inhibitory activity IC 50 lp.M] 


99 


0.53 


120 


0.16 


100 


0.78 


121 


0.19 


101 


0.14 


122 


0.51 


103 


0.17 


123 


0.10 


104 


0.073 


124 


0.091 


105 


0.076 


125 


0.12 


106 


0.40 


128 


0.14 


107 


0.11 


129 


0.12 


108 


0.21 


130 


0.16 


109 


0.11 


131 


0.046 


110 


0.24 


132 


0.055 


111 


0.14 


133 


0.12 


112 


0.11 


134 


0.071 




0.071 


139 


0.26 


114 


0.56 


140 


r o.ii 


115 


0.17 


141 


0.43 


116 


0.37 


142 
143 


0.055 
0.053 


117 
118 


0.075 

r~ o.i4 


144 


0.19 




119 


0.13 


145 


0.088 






Table 180 




Ex. No. 


HCV polymerase inhibitory activity No. IC 50 [u.M] 


Ex. 


HCV polymerase inhibitory activity IC 50 [u.MJ 


146 


0.043 


167 


0.033 




147 


0.31 


168 


0.078 




148 


0.038 


169 


T 0.15 


149 


0.15 


170 


0.048 


150 


0.24 


171 


0.050 


151 


0.20 


172 


0.10 




153 


0.19 


173 


0.14 




154 


0.076 


174 


0.030 




155 


0.53 


175 


0.29 


156 


0.23 


176 


0.053 




157 


0.16 


177 | 0.077 






245 
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Table 180 (continued) 



Ex. No. 


: — — — ~ 

HCV polymerase inhibitory activity No. IC 5 o [u-M] 


Ex. 


HCV polymerase inhibitory activity IC 50 [u.M] 


158 


0£l_ 


178 


0.052 


159 




179 


0.63 


160 





180 


0.11 


161 





181 


0.71 


162 


0.43 


182 


0.021 


163 


0.15 


183 


0.017 


164 


0.16 


184 


T 0.018 


165 
166 


0.58 
0.055 


185 
186 


0.11 
0.37 



Table 181 



Ex. No. No. 


HCV polymerase inhibitory activity IC 50 
[u.M] 


Ex. No. 


HCV polymerase inhibitory activity IC 50 [p.M] 



187 


0.056 


207 




188 


0.038 


208 


' 0039 


189 


0.017 


209 




190 


0.020 


210 


— 


191 


0.43 


211 




192 


0.22 


212 


0.23 


193 


0.13 


213 


0.10 


194 


0.52 


214 


0.059 


195 


0.023 


215 


0.078 


196 


0.20 


216 


0.084 


197 


0.11 


217 


0.058 


198 


0.044 


218 


0.033 


199 


0.11 


219 


0.13 


200 


0.10 


220 


0.073 


201 


0.14 


221 


0.058 


202 


0.095 


222 


0.041 


203 


0.063 


223 


0.21 


204 


0.16 


225 


0.014 


205 


0.077 


227 


0.045 


206 


0.05 


228 


0.18 




Table 182 


Ex. No. 


HCV polymerase inhibitory activity ICso [nM] 


Ex. No. 


HCV polymerase inhibitory activity IC 50 [jiM] 


229 


0.022 


257 


0.074 


230 


0.17 


259 


0.10 



246 
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Table 182 (continued) 



Ex. No. 


■ — ~ ~ — in — Ml 1 

■ICV polymerase inhibitory activity IC50 [n-M] 


Ex. No. 


HCV polymerase inhibitory activity IC 50 [^M] 


231 


O073 


260 


0.27 


232 




262 


0.013 


233 


^ 


263 


0.035 


234 




264 


<0.01 


235 




265 


0.014 


236 




266 


0.018 


237 





267 


0.014 


238 


019 


268 


0.012 


239 




269 


0.013 


240 


. — 




270 


0.012 j 


248 


. — ^1 


271 


0.024 


249 


0022 


272 


0.066 


250 




273 


0.041 


252 


rJii" 


276 


0.023 


253 




279 


0.017 


254 


0.038 


280 


0.016 




0.038 


281 


0.052 




0.079 


282 


0.019 




Table 183 




Ex. No. 


HCV polymerase inhibitory activity IC 50 [u.M] 


Ex. No. 


HCV polymerase inhibitory activity IC 50 [u.M] 


283 


0.014 


298 


0.011 


284 


0.014 


299 


0.018 


285 


0.012 


300 


0.045 


286 


0.014 


301 


0.017 


287 


0.012 


303 


0.10 


288 


0.013 


304 


0.017 


289 


<0.01 


305 


0.01 


290 


0.012 


306 


0.013 


291 


0.016 


307 


0.022 


292 


0.015 


308 


0.023 


293 


0.034 


311 


0.16 


294 


0.032 


312 


0.023 


295 


0.045 


313 


0.025 


296 


0.034 


314 


1 0.097 


297 


0.022 


315 


0.028 
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Table 184 



Ex. No. 


HCV polymerase inhibitory activity IC 50 [^M] 


Ex. No. 


HCV polymerase inhibitory activity l<J 5 o Uim] 


316 




502 


0.024 


317 


0.032 


503 


0.196 


318 


0.012 


601 


0.32 


319 


0.030 


701 


I~~ 0.052 



10 



15 



20 



25 



30 



35 



40 



45 



50 
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Table 185 



Example No . 249 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8.02(IH, d,J=1.5Hz),8.11( 
lH,d,J=1.8Hz),7.96-7.81( 
3H,m),7.67(lH, s),7. 61-7. 
49<6H,m),7.08(2H, d.>8.6 
Hz), 5. 19(2H,s),4. 25 (lH,m 
) , 2. 38-2. 17 (2H, m) , 1. 96-1 
. 78 (4H,m), 1.70-1. 56(lH. o 
),1. 46-1. 16<3H,nO, 1.11(9 
H, s) 


01 

>-> ^ H 

O °f> 


Purity >9 0% (NMR) 


MS 672(M+1) 


Example No . 250 


1H NMR(6) ppm 

300MHz, DMS0-d6 % 
8. 25(lH,d.J=l. 5Hz),8.16- 
8. 08(2H,m),7.99-7. 88 (2H. 
m),7. 66(2H,d,J=8.6Hz),7. 
60-7.48(5H,n),7.19(2H,d, 
J=8. oHz; , o. 1 ( v*n, s; , ax 
(lH,m),2. 39-2.20(2H,m),2 
.04-1.79(4H,m),1.72-1.60 
(lH.m), 1.50-1. 18(3H,m) 


O 


Purity >9 0% (NMR) 


MS 616(M+1) 




Example No. 251 


1H NMR( 5 ) ppm 

300MHz, DMS0-d6 

cis and trans mixture 

8. 13and8. 11 (total 

lH,each / 

s), 7. 90-7. 74(2H,n),7.42- 

7. 22(5H,in),4. 56and4.52(t 

otal 2H, each 

s),4.42(lH.brs),3. 78-3.0 

6(2H,m)2. 33-1.33(18H,n) 


6 


Purity > 9 0% (NMR) 




MS 433 (M+l) 
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Table 186 



Example No . 



252 




Purity > 9 0 % (NMR) 



MS 



509 (M+l) 



1H NMR(6) ppm 

300MHz, DMS0-d6 
8. 20 (1H, d. J=l. 5Hz) , 7. 96 ( 
lH,d, J=8.6Hz),7.84(lH, dd 
,J=8. 6, 1.5Hz),7. 54 (2H, d. 
J=6.9Hz),7.48-7. 26(8H,n) 
,7.09(1H. t,J=7.3Hz),5. 43 
(2H, s),4.06(lH,m),2. 40-2 
.20(2H,o) f 2.01-l. 80(4H,m 
75-1. 64(lH,n»>, 1.51-1 
.28(3H,m) 



Example No . 253 


1H NMR( 5 ) ppm 
300MHz, DMS0-d6 
8.2K1H, d, J=1.5Hz),7. 93( 
lH,d,J=8. 7Hz),7. 85(lH,dd 
,J=8.4. 1. 5Hz),7. 54-7. 47 ( 
2H,m),7. 40-7.24(6H,m),7. 
15(lH,d.J=3.6Hz),7.11-7. 
05(lH,m),6. 8K1H, d.J=3.6 
Hz),5.26(2H, s),4. 96(lH,m 
),2.32-2. 13 (2H,m), 1.95-1 
.72(4H,m), 1.68-1. 55 (lH,m 
), 1.43-1. 18(3H,m) 


H 0 1 

6 u 


Purity >9 0% (NMR) 


MS 493 (M+l) 


Example No. 254 


1H NMR ( 6 ) ppm 

300MHz, DMS0-d6 
8. 25 (1H, s),8. 02 (1H, d, J=8 
.7Hz),7.90(lH, dd,J=8.4,l 
.4Hz),7. 80-7.71(2H,m),7. 
67(2H,d,J=8. 7Hz).7. 33 (2H 
,t.J=8. 7Hz), 7. 26 (2H, d,J= 
8.7Hz),5. 46(2H.s),4.78(2 

H, s),4.31(lH,m), 2. 39-2.1 
9(2H,ni).2. 03-1. 79(4H,m), 

I. 7l-1.59(lH,m), 1. 50-1. 1 
7(3H,m) 




Purity > 9 0% (NMR) 


MS 558 (M+l) 
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Table 187 



Example No. 255 


1H NMR( 6 ) ppm 
300MHz, DMS0-d6 
8. 34(lH,s),8. 32<lH,d.J=8 
.8Hz),8. 09-8.03(3H,m),7. 
83 (2H, d, J=8.3Hz),7. 79 (2H 
,d,J=8.8Hz),7.36(2H, d,J= 
8. 8Hz),5. 54(2H.s),4. 38(1 

H, m) , 2. 74 (3H, s) , 2. 40-2. 1 
8(2H,m),2. 13-1. 96(2H,oO, 

I. 93-1.78(2H,m),l. 73-1.5 
7(lH,m), 1. 55-1. 15(3H,m) 


o 


Purity >9 0% (NMR) 


MS 568 (M+l) 




Example No. 256 


1H NMR(6) ppm 

300MHz, DMS0-d6 
12. 67(lH,brs),8. 23 (1H, s) 
, 7. 94and7. 87 (2H, ABq, J=8. 
6Hz),7. 79(lH,dd.J=8. 7.5. 
4Hz),7.62-7.41(7H,m).6.8 
0(1H, dd, J=ll. 9, 2.3Hz),6. 
69 (1H, dd,J=8.1,2. lHz),5. 
20 (2H. s),3.93(LH,brt,J=l 
5. 3Hz),2. 30-2. ll(2H,brm) 
1.88-1. 74 (4H, brm), 1.64-1 
.58(1H, brm), 1.41-1. 14 (3H 
,brm) 


F 


Purity >9 0% (NMR) 


MS 585 (M+l) 




Example No. 257 


1H NMR(6) ppm 
300MHz, DMS0-d6 
8. 19(lH,d,J=8. 7Hz),7.93( 
1H, s),7. 83-7.71(3H,m),7. 
50-7. 39(4H,m),7. 34-7. 10 ( 
4H, m).7. 06(lH,dd, J=8. 4,2 
.9Hz),5. 09 (2H. s),4. 34 (1H 
,m),3. 82 (3H, s),2. 39-2. 19 
(2H,m),2.11-1.98(2H.in),l 
.94-1. 79(2H,m),l. 74-1. 58 
(1H, m), 1.52-1. 21 (3H,m) 


6 . - 


Purity > 9 0% (NMR) 




MS 603 (M+l) 
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Table 188 



Example No. 258 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
7. 79 (1H, d,J=6.7Hz),7. 56 ( 
lH,d,J=7.SHz),7.49(2H, d, 
J=8. 6Hz),7.42(4H, s),7.32 
-7. 23(3H,m),7. 09-7. 03 (3H 
,m),5. 02<2H.s).4. 46(lH,m 
),3. 82(3H,s), 1.95-1. 83(2 
H,m),l. 75-1.44(5H,m),1.3 
0-1. 10 (2H,m), 0.89-0. 71(1 
H,m) 


01 


Purity >9 0% (NMR) 


MS 567<M+1) 




Example No. 259 


1H NMR( 8 ) ppm 

300MHz, DMS0-d6 
8. 93(2H,d, J=6.6Hz),8. 36 ( 
1H, s)i8. 28(lH.d.J=8. 7Hz) 
,8. 10-8.03(3H,m),7.85(2H 
,d, J=8. 7Hz), 7. 33 (2H, d,J= 
8. 7Hz),7. 23 (1H. s),7. 23(1 
H.s),6.81(iH.s).5. 56 (2H, 
s),4. 39(lH,m),2. 97, 2.92( 
6H, s),2. 40-2. 18(2H,m),2. 
16-1. 95(2H,ra), 1.90-1. 75 ( 
2H,m),l. 70-1.55(lH,m).l. 
50-1. 15(3H,m) 


0 2H0I 

/ 


Purity > 9 0% (NMR) 


MS 59101+1) 




Example No . 260 


1H NMR( 5 ) ppm 

300MHz, DMS0-d6 
8.93(2H, d,J=6. 3Hz),8.35( 
lH,s),8.26(lH,d.J=8.7Hz) 
,8. 09-8. 02(3H,m),7. 86 (2H 
,d, J=8. 7Hz),7. 50 (1H, s),7 
.35(2H,d. J=8.4Hz),7. 24(2 

H, d, J=7.8Hz),5. 60(2H, s), 
4. 39(lH,m),2. 50-2. 18 (2H, 
m),2. 15-1.95(2H,o),1.90- 

I. 75 (2H,m),l. 70-1. 55 (1H, 
" m) 1.50-1. 10(3H,m) 


0 2H0I 


Purity > 9 0% (NMR) 


MS 564 01+1) 
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Table 


189 


Example No. 261 


1H NMR(8) ppm 

300MHz, DMS0-d6 
8. 22 (1H, d,J=7.8Hz),7. 85 ( 
1H, d,J=6. 7Hz),7.63(2H,d, 
J=9.0H),7. 51-7. 38(5H,m). 
7. 29(lH,d,J=8. 3Hz),7. 23 ( 
1H, d,J=3.0Hz),7.06(2H, d, 
T=0 0Hz) 7 06 (1H. dd. J=8. 
6. 3.0Hz), 5. 05(2H,s),4.41 

a nr- /ill \ O B« /q» _1 O 

-4. 25 (In, m) , 3. 83 wn, sj , 1 
.40-2.20(2H,m),2.03-l. 78 
(4H,n),l. 72-1. 57(lH,m),l 
.50-1. 18(3H,m) 


CKKK>> 


Purity >9 0%(NMR) 


MS 567(M+1) 






Example No. 262 


1H NMR(5) ppm 

300MHz, DMS0-d6 v 
8. 29(lH,d, J=1.5Hz),8. 26 ( 
1H, d,J=9. 0Hz),8. 19(lH,d, 
J=1.8Hz),8. 13(lH.brs),8. 
08-7.96(2H,m),7. 73(2H,d. 
J=9. 0Hz) , 7. 57-7. 43 (6H, m) 
,7. 24(2H,d,J=9.0Hz),5. 14 
(2H, s),4. 36(lH,m),2. 38-2 
. 18(2H,m), 2. 12-1.97(2H,m 
), 1. 93-1. 80 (2H,m). 1.73-1 
.58(lH,m),l. 52-1.20(3H,m 
) 




Purity >9 0% (NMR) 


MS 580 (M+l) 






Example No . 263 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
12. 85(lH,brs),8. 72 (1H, d, 
J=4.8Hz),8. 22 (1H, s),8. 14 
(lH,d,J=6. 3Hz),8. 03and7. 
76(4H,ABq,J=8. 6Hz),7. 93a 
nd7. 85(2H,A'B' q,J=8.6Hz) 
. 7. 60and7. 15 (4H, A B q, J= 
8. 7Hz),7. 55(lH,dd,J=6. 3, 
4. 8Hz),5. 19 (2H, s),4. 26(1 
H, brt, J=12. 6Hz) , 2. 35-2. 1 
■ 8(2H > brm), 1.95-1.77(4H,b 




purity > 9 0% (NMR) 


rra), 1. 70-1. 60 (1H, brm),l. 


MS 548 (M+l) 


" 45-1. 15(3H,brm> 
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Table 190 



Example No. 264 


1H NMR(6) Ppm 
300MHz, DMS0-d6 
8. 23 (1H, d, J=1.0Hz),7. 92 ( 
1H, dd,J=8.7, l.0Hz),7. 87 ( 
lH,d.J=8. 7Hz).7.60(2H,d, 
J=8. 6nzJ , ( . \cn f a, j-p. f 
Hz),7.44(2H, d,J=8.7Hz),7 
. 30 (LH, d, J=8. 3Hz), 7. 23 (1 
H,d, 3=2. 6Hz) , 7. 11 (2H, d, J 
=8.7Hz),7.06(lH,dd,J=8.7 
,2. 6Hz), 5. 04<2H.s),4. 36 ( 
lH,m),3.83(3H,s),2.80-2. 
70(4H,m),2. 60-2. 40 (2H, m) 


CI 

V 


Purity >9 0% (NMR) 


MS 586,588(M+1) 


,2.30-2.20(2H,m) 




Example No. 265 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8. 30(lH,d,J=l. 5Hz),8. 25 ( 
1H, d,J=9. lHz),8.03(lH, dd 
, J=8. 7, 1. 5Hz),7. 76-7. 96 ( 
M,m),7. 55-7. 49(5H,o),7. 
42(IH, d,J=7.6Hz),7. 23(2H 
,d,J=8. 7Hz),5. 15(2H,s),4 
.35(lH.m),3.01(3H, s),2.9 
7(3H, s), 2.37-2. 20(2H,m), 
2.09-1.97(2H,m), 1.94-1.8 
l(2H,m), 1.72-1. 30 (lH,m). 
1.50-1. 21 (3H,m) 


CI 


Purity > 9 0% (NMR) 


MS 608 (M+l) 






Example No. 266 


1H NMR(5) ppm 




300MHz, DMS0-d6 v 
8. 27 (1H, d,J=1.5Hz),8. 20 ( 
1H, d, J=9. 0Hz) , 8. 00 (1H, dd 
,J=8.6, l.5Hz),7. 82(2H,d. 
J=8. 2Hz) , 7. 76-7. 65 (5H, m) 
,7.56(1H, dd, J=7.9, 1.8Hz) 
,7.47(1H, d,J=7.5Hz),7. 20 
(2H, d,J=8. 6Hz),5. 16(2H.s 
),4. 32(lH.m),3.02(3H,s), 
2. 98 (3H, s),2. 38-2. 19 (2H, 


Purity >9 0% (NMR) 


" m),2. 07-1. 95(2H,m), 1.93- 
1.80(2H,m), 1.72-1. 58 (1H, 


MS 642 (M+l) 


n), 1.52-1. 18(3H,m) 



254 



EP 1 162 196 A1 



Table 191 



Example No . 267 


1H NMR<6) ppm 

300MHz, DMS0-d6 , 
8. 34(2H,m),8.03(lH, d.J=8 
.. 3Hz),7. 77-7.68(3H,m),7. 
54-7. 40(4H,m),7. 33 (2H, d, 
J=8. 6Hz),7.24(2H,d,J=9.0 
Hz), 5. 16(2H.s),4. 36(lH.o 
),3.01(3H. s),2. 97 (3H, s), 
2.40-2. 20(2H,m), 2. 11-1.9 
7(2H,m),l. 93-1.81<2H,m), 
1. 71-1. 60 OH, in) ,1.50-1.2 
l(3H,m) 


i b 


Purity >9 0% (NMR) 


MS 620CM+1) 


Example No . 268 


1H NMR(6) ppm 
300MHz, DMS0-d6 
8. 67-8. 59(lH,ra),8. 30 (1H, 
s),8. 13-8. 20<2H,m),8. 02- 
7. 92(2H,m).7.65(lH,t,J=8 
. 3Hz) , 7. 56-7. 45 (5H, m) . 7. 
18 (1H, dd,J=12. 0,2.2Hz),7 
. 05 \ln, dd, J— o. o, z. j&nz/ , o 
. 14 (2H, s).4.09(lH.n),2.8 
2(3H. d.J=4. 5Hz), 2. 34-2.1 
2(2H,m),l. 99-1.79(4H,m). 
1. 71-1. 59 UH,m). 1.49-1. 2 
l(3H,m) 


01 


Purity > 9 0% (NMR) 


MS 612 OW) 





Example No. 269 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
8. 29(1H, s),8. 13(lH.d,J=9 
.0Hz),7. 97 (1H, dd, J=8.6, l 
.5Hz) ) 7.7l(lH,d,J=1.8Hz) 
,7. 63 (1H, t. J=8.2Hz),7. 56 
-7.41(6H,m^.7.17(lH,dd,J 
=12.0,2. 2Hz),7.03(lH, dd, 
J=8. 2, 1.8Hz),5. l4(2H.s), 
4. 15-4.00(lH.m),3.01(3H, 
s),2. 98 (3H, s),2. 32-2. 13 ( 
2H,m)1.95-1.79(4H,m),1.7 
2-1.59(lH,m),i. 45-1.21(3 
H,m) 


CI 

o hci f r*\ 


Purity >9 0% (NMR) 


MS 626 (M+l) 
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Table 192 



Example No. 270 


1H NMR(6) ppm 


01 


300MHz, DMS0-d6 
8. 24(lH,d,J=1.4Hz),8. 19 ( 
1H, d, J=1.8Hz),8. ll(lH,br 
s),8. 02-7. 85(3H,m),7.60- 
7.44(7H,m),7. 10 (1H, dd,J= 
12.0, 2. lHz),6.98(lH, dd.J 
— o. 4, 6. InZ/ , o. l J. v^n, , o 
,98(lH,m),2. 30-2. 12(2H,m 
),1. 91-1. 73(4H,m). 1.71-1 
.58(lH,m), 1.45-1. 15 (3H,m 


Purity >9 0% (NMR) 


) 


MS 598 (M+l) 






Example No. 271 


1H NMR( 6 ) ppm 
300MHz, DMS0-d6 
8.29(lH,d, J=1.5Hz),8. 24 ( 
lH,d.J=8. 7Hz),8. 07-7. 98 ( 
3H, m) , 7. 80-7. 68 (5H, m) , 7. 
56(lH,dd, J=8.0, 1.8Hz),7, 
47(lH,d,J=8.0Hz),7.21(2H 
,d,J=8.4Hz),5. 18(2H.s),4 
.34dH.ro), 3. 27(3H.s),3.0 
2(3H, s),2. 98(3H,s),2. 38- 
2. 18(2H.m),2. 10-1. 95 (2H, 
b),1. 93-1. 79(2H,m), 1.72 
1.59.(lH,m),l. 50-1. 19(3H, 
in) 


o >< 


Purity > 9 0 % (NMR) 


MS 652 (M+l) 




Example No. 272 


1H NMR(5) ppm 

300MHz, DMS0-d6 
8.97(1H, d,J=l. 8Hz), 8. 85 ( 
1H, d,J=4. 7Hz),8. 46(lH,d. 
J=8. 0Hz),8. 39-8. 26(2H,m) 
,8.06(lH,d.J=8. 7Hz),7.99 
-7.64(6H, m),7. 24(2H,d,J= 
8.7Hz),5.25(2H,s),4. 36(1 

H, m),3.03(3H,s),2. 97 (3H, 
si. 2. 39-2. 19(2H,m),2. 14- 

I. 96 (2H.m), 1.94-1. 78 (2H, 
■ m>, 1.73-1. 60 (lH,m),l. 21- 

1.55(3H,m) 




Purity >9 0% (NMR) 


MS 575 (M+l) 
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Table 


193 


Example No . 273 


1H NMR(6) PPm 

300MHz, DMS0-d6 

8. 30(lH.s),8. 27(iH,d,J=8 

.7Hz),8.05(lH,d.J=8.7Hz) 

,7.77-7.67(3H,m).7. 58-7. 

48(6H.m),7.22(2H,d, J=8.4 

Hz), 5. 18(2H,s),4.35(lH,b 

rt, J=9. 8Hz) , 3. 06-2. 88 (12 

H, brm) , 2. 38-2. 20 (2H, brm) 

n r\o i actfou Urm\ 1 OA— 

, 2. 08-1. s»o \&n, urny , x. 

I. 80<2H, brm), 1.70-1. 60(1 
H, brm). 1.49-1. 22 (3H, brm) 


• : i> 


Purity >9 0% (NMR) 


MS 645 (M+l) 





Example No. 274 


1H NMR(8) ppm 

300MHz, DMS0-d6 
mixture of cis and trans 
8. 35, 8.34(1H, s),8. 15-8.1 
0(2H,ra),7.79-7.70(3H,m), 
7. 49(2H,d,J=8. 7Hz),7.44( 
2H, d,J=8. 7Hz),7. 31 (1H, d. 
J=8. 4Hz) , 7. 25-7. 19 (2H, m) 
,7. 07 (1H, d,J=8. 5Hz),5. 08 
(2H, s),4. 75(lH,m),3.83(3 
H, s),3. 70-1. 90(8H,nO 


0 


Purity about 8 0% (NMR) 


MS 601 (M+l) 


Example No. 275 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8.33(1H, s),8. 13 (1H, d,J=7 
.5Hz),7. 93 (1H, d, J=8. 8Hz) 
,7.74(2H,d,J=8. 7Hz), 7. 49 
(2H, d, J=8.6Hz),7. 44(2H,d 
,J=8.6Hz),7.31(lH, d. J=8. 
5Hz),7. 25-7. 15 (3H, a) ,7.0 
7(1H, d,J=8. 5Hz),5. 08 (2H. 
s),4.98(lH,m),3. 83(3H,s) 
,3. 65-3. 45(2H,m),3.30-3 
10 (2H, m),3. 00-2. 75(2H,m) 
,2. 60-2. 30(2H,ni) 


& - 


purity > 9 0% (NMR) 


MS 617 (M+l) 



257 



EP 1 162 196 A1 



Table 194 



Example No. 276 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8.25(1H, s),7.93and7.87(2 
H,ABq,J=9. lHz),7. 55(lH,t 
,J=8.6Hz),7.48and7.42(4H 
A , B»q,J=8.6Hz),7.31(lH, 
d,J=8. 5Hz),7. 24 (1H. d.J=2 
.6Hz),7. 09-6. 95(3H,m),5. 
05 (2H, s) , 4. 1 1 UH, brt, j-i 
4.0Hz), 3. 84(3H,s),2. 83-2 
.67(4H,brm),2. 50-2. 32 (2H 
,brm),2.21-2. 10(2H,brm) 


01 


Purity >9 0% (NMR) 


MS 60301+1) 



Example No. 277 


1H NMR(6) ppm 

300MHz, DMS0-d6 

c is and trans mixture 

8. 28and8. 24 (total 

lh\each 

s),7.94-7.87(lH,m).7.60- 
7. 41(5H,m),7.3l(lH,d.J=8 
.5Hz),7. 23-7.21(lH,m),7. 
12-7.05(2H,m),7. 00-6. 95 ( 
1H, m) , 5. 06and5. 05 (total 
2H, each 

s),4. 47and4. 34 (total 
1H, each . „ 
brs),3. 83 (3H, s),3. 12-1.7 
6(8H.m) 


01 

0 


Purity >9 0% (NMR) 


MS 61901+1) 




Example No. 278 


1H NMR(6) ppm 


•■^co-b-ck 

0 


300MHz, DMS0-d6 t 
12.9(lH,brs),8. 27(lH,s), 
7.97and7. 74 (2H, ABq, J=8. 6 
Hz), 7. 58(lH,t,J=8.6Hz),7 
. 49and7. 43 (4H, A' B* q, J=8. 
5Hz),7.31(lH, d, J=8. 5Hz), 
7.22(lH,d.J=2.6Hz),7.13- 
6.92(3H,m),5.05(2H. s),4. 
67 (1H, brt, J=14. 2Hz),3. 57 
-3. 40 (2H, brm) . 3. 20-3. 05 ( 
2H, brm) , 2. 91-2. 70 (2H, brm 
),2. 28-2. ll(2H,brm) 


purity > 9 0% (NMR) 


MS 635 (M+l) 
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Table 195 



Example No. 279 


1H NMR(6) ppm 

300MHz, DMS0-d6 . 
8. 30 (1H, s),8.23(lH, d,J=8 
.7Hz),8. 06-8.00(2H,m),7. 
83(lH,dd > J=8.0,1.8H|),7 
71(2H,d,J=8.4Hz),7.64(lH 
,d, J=8. 0Hz),7. 59-7. 54 (4H 
,mS,7. 22 (2H, d,J=8.4Hz),5 
. 25 (2H. s) , 4; 33 (1H, m) , 2. 6 
6(3H, s),2. 66 (3H, s),2. 37- 
2. 19(2H,m), 1.93-1. 80 (2H, 
m), 1.70-1. 59 (lH,m), 1.47- 
1.21(3H,m) 


0 


01 

Vj ^n y=\ 

6 


Purity 


>9 0% (NMR) 


MS 


644 (M+l) 





Example No. 280 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
8. 32-8. 23(3H,m),8. 08-8.0 
l(2H,m),7. 73(2H,d,J=8.6H 
z),7. 65 (1H, d.J=8. 2Hz),7. 
59-7. 51 (4H, m),7. 25 (2H, d, 
J=8.6Hz),5. 21(2H.s),4. 34 
(lH,m),3. 32(3H,s),2. 37-2 
. 19(2H,ra),2. 10-1.98(2H,m 
),1. 93-1. 80 (2H,m), 1.71-1 
. 60 (lH,m), 1.51-1. 21(3H,m 
) 


01 


Purity > 9 0% (NMR) 


MS 615 (M+l) 


Example No. 281 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
8. 30 (1H, d,J=l. 5Hz),8.24( 
1H, s),8. 14(lH,d.J=8. 6Hz) 
,8.07-7.95 (2H,m),7. 63 (1H 
,t.J=8. 6Hz), 7. 57-7. 47 (5H 
,m).7. 16(lH,dd, J=12. 0, 2. 
2Hz ,7. 03 (1H. dd,J=8.6,2. 
2Hz),5. 17(2H.s),4.06(lH, 
m).3.90(3H,s),2.31-2.11( 
2H,m), 1.97-1. 78(4H,aO,l. 
71-1. 59 (lH,m), 1.43-1. 22 ( 
3H,m) 


CI 

0 HOI F Q 


Purity > 9 0% (NMR) 


MS 315 



EP 1 162 196 A1 

Table 196 



Example No . 


282 


1H NMR(8) ppm 

300MHz, DMS0-d6 
8.36UH, s),8. 35(lH,d,J=9 
.3Hz),8. 09 (1H, d, J=9. 3Hz) 
,7. 78 (2H, d,J=8. 7Hz),7.48 
-7. 25(9H,m),5. 09(2H.s),4 
. 39 (1H, m) , 3. 04 (6H. s) , 2. 4 
0-2. 15(2H,m),2. 10-1.95(2 
H,m),1.90-1.7S(2H,m),1.7 
0-1. 55(lH t m), 1. 50-1. 20(3 
H,m) 


0 HOI vTi^ 


Purity >9 0% (NMR) 




MS 58001+1) 






Example No. 


283 


1H NMR(a) ppm 


CI 

0 HOI Vi7 


0 

n 

\ 


300MHz, DMS0-d6 . 
10.03(lH,s),8.33(lH,s),8 
,29(lH,d,J=8.7Hz),8.06(l 
H,d, J=9. 0Hz),7. 74 (2H, d.J 
=9.0Hz),7.5i-7. 42(5H,m). 
7. 37-7. 30 (2H, m) . 7. 22 (2H. 
d,J=8.7Hz),5. 10(2H.s),4. 
37(lH,m),3.06(3H, s),2.40 
-2. 18(2H,m),2. 15-1. 95 (2H 
, m),l. 90-1. 80(2H,m), 1.75 
-1.55(lH,ia),l. 50-1. 20 (3H 
,m) 


Purity >9 0% (NMR) 


MS 630 (M+l) 






Example No . 


284 


1H NMR( 6 ) ppm 


o hoi p 

6 > 




300MHz, DMS0-d6 
8. 30(lH,s),8. 14(lH.d,J=8 
.7Hz),7. 97 (1H, d.J=8. 7Hz) 
,7. 96-7.41(8H,m).7.16(lH 
,dd,J=12.4, 2. 2Hz),7. 03(1 
H,dd, J=8.4, 2. 2Hz),5. 15(2 

H, s),4. 15(lH,m).3.54-3 1 
6(4H,m),2. 33-2. 13 (2H, m), 

I. 97-1. 79(4H,m),l. 70-1.0 
2(9H,m) 


Purity >90% (NMR) 




MS 654 (M+l) 





260 
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Table 197 



Example No . 285 


1H NMR( 5 ) ppm 
300MHz, DMS0-d6 v 
8. 37 (1H, d,J=7. 3Hz),8.30( 
lH,s),8. 19-8. 12(2H,o),8. 
02-7. 95(2H,m),7. 65(lH,t. 
J=8.4Hz),7.56-7. 43 (5H, m) 
.7. 18(lH,dd,J=12. 0, 1.8Hz 
),7.06(1H. dd,J=8. 4, 2. lHz 
),5. 13(2H,s),4. 22-4.03(2 
H,m),2. 34-2. 13(2H,m). 1.9 
9-1. 78(4H,m),l. 72-1.57(1 
H,m), 1.44-1. 14 (3H,m), 1.2 
0,1. 18 (6H, each s) 


0 HCI p 


Purity >9 0%(NMR) 


MS 640 (M+l) 




Example No . 286 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 n 
8.29UH, s),8.13(lH,d,J=8 
.7Hz),7.97(lH,dd,J=8 7,1 
.4Hz),7. 69-7.40(8H,m),7. 
16(lH,dd,J=12.0, 2. 2Hz), 7 
,02(1H, dd, J=8.4,2. 2Hz),5 
.15(2H, s),4. 07(lH,m),3. 7 
1-3. 23(2H,m)»l. 98-1.71(4 
H,m) ,1.71-1. 18(10H,m) 


CI 


Purity > 9 0% (NMR) 


MS 666 (M+l) 



Example No. 287 


1H NMR ( 6 ) ppm 
300MHz, DMS0-d6 
8. 29 (1H, s),8. 13 (1H, d,J=8 
.0Hz),7. 97(lH,d,J=8.4Hz) 
,7.83(1H, s), 7. 68-7. 41 (7H 
,m),7. 17 (1H, d,J=12.0Hz), 
7.03(iH,d,J=8.4Hz),5. 15 ( 
2H, s),4. 07 (lH,m),3. 58-3. 
41(4H,m),2. 34-2. 13(2H,m) 
,1.97-1. 77 (8H,m), 1.71-1. 
S8(lH,m), 1. 49-1. 18(3H,m) 




Purity >9 0% (NMR) 


MS 652(M+1) 



261 
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Table 198 



Example No. 288 


1H NMR(6) ppo ! 

300MHz, DMS0-d6 
8.62(lN,m),8.31(lH, s),8. 
22-8. 14(2H,m),8. 99(2H,d, 
J=8. 7Hz), 7. 66(1H, t.J=7.7 
Hz), 7. 58-7.44(5H,m ,7. 19 
(1H, dd,J=8. 7,2.2Hz),5. 14 
(2H, s),4.11(lH,m),3.67-3 
.49(2H,m),3.45-3. 30(2H,m 
), 2.37-2. 12(2H,m),2. 00-1 
.76(4H, m), 1. 70-1.58(lH,m 
), 1.48-1. 17(3H,n>) 


OH 


Purity >9 0% (NMR) 


MS 642 (M+l) 


Example No. 289 


1H NMR(5) ppm 

400MHz, DMS0-d6 
8.28(lH,s),8.11(lH, d,J=8 
.9Hz),7.96(lH.d,J=8.9Hz) 
7 m/ih O 7 62 (1H. t. J= 
8. 2Hz),7. 55-7.41(6H,m),7 
.15(lH,d,J=ll. 7Hz),7.02( 
lH,d,J=8. 4Hz),5. 14 (2H, s) 
,4. 12-3. 13(6H,m),2. 30-1. 
19(13H,m) 


CI 

0 HOI p / J 


Purity >9 0% (NMR) 


MS 682 (M+l) 





Example No. 



290 




purity > 9 0% (NMR) 
MS 668 (M+l) 



1H NMR(5) ppm 

400MHz, DMS0-d6 
8. 29(1H, s),8. 15 (1H, d,J=8 
.6Hz),7.98(lH, d, J=8.8Hz) 
,7. 72(lH,s),7. 64 (1H, t.J= 
8.8Hz),7. 57-7. 43(6H,ra),7 
.18(1H, dd,J=12. 1,2. 1Hz), 
7.03(lH,d,J=10. 7Hz),5.12 
(2H,s),4. 15-4.01(iH,m),3 
.75-3. 33(8H,ni),2.31-2. 14 

(2H,m), 1.96-1. 78 (4H,m),l 
. 70-1. 58(lH,m), 1.47-1. 21 
(3H, m) 
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Table 199 



Example No. 291 


1HNMRC6) ppn 
400MHz, DMS0-d6 
8.29(1H, s),8. 14 (1H, d,J=8 
.9Hz),7. 97(lH,d,J=8.6Hz) 
,7.71(1H, s),7. 63(lH,t,J= 
8.2Hz),7. 56-7.42(6H,m),7 
. 17(lH,d, J=12.3Hz),7. 03 ( 
lH,d,J=10. 7Hz),5. 14(2H,s 
),4. 07(lH,n>),3. 96-3. 52(4 
H,ra),2. 79-2.56(4H,m),2.3 
2-2. 14(2H,m),l. 97-1.79(4 
H,m), 1.71-1. 58(lH,m),1.5 
1-1. 19(3H,m) 




Purity >9 0%(NMR) 


MS 684 (M+l) 



Example No. 292 


1H NMR(6) ppm 

300MHz, DMS0-d6 
9. 07-8. 99(lH,m),8. 30 (1H, 
s),8. 23-8. 12 (2H.m), 8.04- 
7. 95(2H,m),7.65(lH, t.J=8 
.2Hz),7. 60-7.45(5H,m).7. 
19(lH,dd,J=12. 0. 2.6Hz), 7 
.06(1H, dd, J=8. 6, 2. 2Hz),5 
. 16(2H, s),4. 18-4. 02(lH,m 
),3. 97 (2H, d. J=6. 0Hz),2.3 
3-2. 14 (2H,m), 1.99-1.79(4 
H,m), 1.72-1. 59(lH,m),1.4 
5-1. 19(3H t m) 


01 


Purity >9 0% (NMR) 


MS 656 (M+D 




Example No. 293 


1H NMR( 6 ) ppm 


0 

X 


300MHz, DMS0-d6:8. 21 (1H, s 
),7. 94and7: 86 (2H, ABq, J=8 
.6Hz),7.72(lH, d,J=2. 4Hz) 
,7. 59and7. 11(4H,A'B' q, J= 
8. 9Hz),7. 53 (1H, dd.J=8. 4, 
2. 4Hz),7. 38 (1H, d, J=8. 4Hz 
),7. 36and7. 32 (4H, A'B'q.J 
=8. lHz),5. 07(2H.s),4. 27 ( 
1H, brt,J=13. 8Hz),2. 87 (2H 
,t,J=7. 8Hz),2. 57 (2H, t,J= 
7. 8Hz), 2. 35-2. 20(2H,brm) 
, 1. 96-1. 79 (4H,brm), 1.68- 
1. 59 (1H, brm), 1.47-1. 18(3 
H. brm) 


purity >9 0% (NMR) 


MS 637 (M+l) 
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Table 200 


Example No. 294 


IH NMR(«) ppm 

300MHz, DMS0-d6 

8. 30(lH,s),8. 25and8.03(2 

H, ABq, J=8.9Hz),7. 73(lH,s 
) 7.73(2H,d,J=8. 6Hz),7.5 
5(1H, dd,J=8. 0, 2.3Hz),7.4 
0(4H, s),7.39(lH,d,J=8.0H 
z) , 7. 23 (2H, d, J-8. oHzJ , 5. 
11(2H. s),4.55(2H.s).4.36 
(lH,brt,J=14.8Hz),2. 37-2 
.19(2H,brm),2.09-1.96(2H 
,brm), 1.91-1. 79(2H,bnn), 

I. 71-1. 59 (lH»brm), 1.50-1 
.20(3H,brm) 


BH 

c 

0 HOI £j 

£> 


Purity >9 0% (NMR) 


MS 567 (M+l) 


Example No. 295 


1H NMR(6) PP«n 
300MHz, DHS0-d6 
8.30UH, s),8. 25and8. 04(2 
H,ABq,J=8. 7Hz),7. 74(1H,s 
) 7.72(2H,d,J=8.7Hz), 7.5 
6(1H, d,J=8. 7Hz) , 7. 48-7. 3 
5(5H,m5,7. 22<2H,d.J=8.7H 
z),5. 11 (2H, s),4. 46(2H.s) 
,4 35(lH.brt,J=14.8Hz),3 
.31(3H,s),2.37-2. 17(2H,b 
nn),2.07-1.95(2H,brnt), 1. 
92-1.79(2H,brin), 1.73-1. 5 
6(lH,brm), 1.52-1. 20 (3H,b 
rm) 


o— 

HOI "X^V 


Purity > 9 0% (NMR) 


MS 581 (M+l) 


Example No. 296 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8. 21 (1H, d, J=l. 5Hz), 7.98 ( 
lH.d.J=1.2Hz),7.97-7.91 
2H m) 7.84(lH,dd,J=8. 7,1 
,5Hz),7. 77 (1H, d, J=2. 1Hz) 
, 7. 70 VlH, a, J- r • onz; , * . ou 
-7. 54(4H.m),7. 43(lH,d,J= 
8.4Hz),7. 09 (2H, d,J=8.7Hz 
),5.05(2H.s),4.25(lH,brt 
,J=14. 8Hz),2.36-2. 18 (2H, 
" brm), 1.95-1. 79 (4H,bnn),l 


o 

> 


Purity > 9 0% (NMR) 


.71-1. 6 (1H, brm), 1.43-1.1 
" 8(3H,brm) 


MS 581 (M+l) 




264 



Table 201 



Example No. 297 


IH NMR( 5) ppm 

300MHz, DMS0-d6 
12.7UH, brs),8.21(lH,s), 
7. 94and7.85(2H,ABq,J=8.6 
Hz). 7. 60-7.55(3H,m),7.49 
and7. 45(4H,A' B* q,J=8.3Hz 
),7. 12(2H,d,J=8. 7Hz),5.0 
5(2H, s),4. 26(lH.brt,J=13 
.0Hz),2. 54(3H, s), 2.38-2. 
20 (2H,brm), 1.97-1. 80 (4H, 
ton), 1.71-1. 59(lH,brm),l 
.47-1.20(3H,brm) 


01 


Purity >9 0%(NMR) 


MS 583 (M+l) 


Example No . 298 


1H NMR( 5 ) ppm 
300MHz, DMS0-d6 
8.220H, s),8.01(lH > s),7. 
95and7. 86 (2H, ABq, J=8. 6Hz 
),7.79(1H, d,J=7. 8Hz),7.5 
8(3H,t,J=7. 5Hz),7. 53 (4H, 
s) 7 13 (2H, d, 8. 7Hz),5. 15 
(2H.s),4.26(lH.brt,J=13. 
8HzS,2.83(3H |S ),2.37-2 1 
8(2H,brm),1.95-1.78(4H,b 
rm), 1.70-1.59(lH,brm), 1. 
47-1. 17(3H,brm) 


CI 

O / 


Purity >9 0% (NMR) 


MS 599 (M+D 


Example No . 299 


1H NMR(fi) ppm 

300MHz, DMS0-d6 
8. 43-8. 16 (3H, m), 8. 07-7. 9 
4(2H.m),7. 72(2H,d.J=8.6H 
z), 7. 62-7. 49(5H,m),7. 23 ( 
2H,d,J=8. 6Hz),5. 16(2H, s) 
4 WlH m) 2 39-2. 20 (2H 
,m),2. 10-1.96(2H,m).1.93 
-1.80(2H,m), 1.71-1. 58 (1H 
,m), 1.49-1. 19 (3H, m) 


01 

"VYVc>°r>=\ 


Purity > 9 0% (NMR) 




MS 562 (M+l) 
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Table 202 



Example No. 300 


1H NMR( 6 ) ppm 
300MHz, DMS0-d6: 2. 77(lH,b 
rs),8. 83 (2H, d,J=1.9Hz),8 
.56(2H, dd,J=4. 9, 1.9Hz), 8 
.22(1H. d,J=1.5Hz), 7.97(2 
H, dt.J=7. 9,1.9Hz).7. 95(1 
H,d, J=8.6Hz),7.87(lH,dd, 
J=8. 6, 1.5Hz),7.57(lH, t, J 
-a 7H-7^ 7 46 (2H dd. T=7. 9 
,4. 9Hz),7. 26(lH,dd,J=12. 
0,4.9Hz),7. 14(lH,dd,J=8. 
8, 2. 3Hz) , 6. 99 UH, s; , o. »4 
(1H, brt),2.26-2. 09(2H,m) 
,1.87-1. 73 (4H,m), 1.67-1. 




purity >9 0% (NMR) 


MS 523 (M+l) 


Example No . 301 


1H NMRC6) ppm 


0 F 

H— 
/ 


300MHz, DMS0-d6 

8.22(1H, s),7. 95 (1H, d,J=8 

.7Hz),7. 87 (1H, dd,J=1.5Hz 

,9. 0Hz),7. 62 (4H, d,J=8. 4H 

z),7. 55 (1H, t,J=9.0Hz),7. 

44 (4H, d, J=8. lHz),7. 20 (1H 

,dd,J=2. 1Hz, 12. 0Hz),7. 11 

fiu AA 1—0 1H-7 R 7Hy} 6 
Kin, CO, J— £• inz, o. in&j , u. 

86(1H, s),3.94(lH,m),2.96 

,2. 88(12H, s),2. 35-2. 00(2 

H.ra),1.95-1.70(4H,m),1.6 

5-1.50(lH,m),l. 45-1. 10(3 

H.m). 


Purity >9 0% (NMR) 


MS 663 (M+L) 


Example No . 302 


1H NMR( 5 ) ppm 

300MHz, DMS0-d6 
8. 14(lH,s),7.88(lH,d,J=8 
.4Hz),7. 68 (1H, d.J=8. 7Hz) 
,7.64-7. 55(3H,m),7. 50 (1H 
t.J=8. 7Hz),7. 22-7. 17 (3H 
,m),7. 11 (1H, s), 7. 08-7. 00 
(2H,ra),3.90(lH,m),2. 15-2 
.00(2H,m),l. 95-1.50(5H,m 
), 1.45-1. 00 (3H, m) 


0 F 

o ^ 


Purity >9 0% (NMR) 




MS 532 (M+l) 





266 



EP1 162 196 A1 



Table 203 



Example No . 303 


1H NMR( 6 ) ppm 
300MHz, CDC13 

8. 49 (1H, s).7. 98(lH,dd,J= 
8. 6, 1.5Hz),7.71(lH, d,J=l 
.8Hz), 7. 66 (1H, d.J=8. 6Hz) 
,7. 55-7. 29(7H,m),6. 80 (1H 
,dd f J=8.2,2.2Hz).6. 69 (1H 
,dd. J=ll. 2, 2. 2Hz),4. 99(2 
H,s),4. 10-3.92(lH.m),3.9 
5(3H. s),3. 15 (3H, s),3.06( 
3H, sS, 2.31-2. 14(2H,m),2. 
04-1.86(4H,m),l. 81-1. 71 ( 
lH.m), 1.41-1. 21 (3H,m) 


01 

v_ 

n0c.>-CK>> 
6 >< 


Purity >9 0% (NMR) 


MS 640 om) 




Example No . 304 


1H NMR(5) ppm 

300MHz, DMS0-d6 
8.2K1H, s),7.94(lH,d,J=8 
.7Hz),7. 84(lH,d,J=9. 1Hz) 
,7. 70 (1H, s),7. 26-7. 39 (9H 
,m),7.1l(2H,d,J=8.4Hz),5 
.ll(2H,s),4. 26(lH.m),3.0 
1(3H, s),2.97(3H, s),2.38- 
2. 19(2H,m), 1.97-1. 78 (4H, 
m),l. 72-1. 57(lH,m),1.48- 
1.17(3H,m) 




Purity > 9 0 % (NMR) 


MS 608 (M+l) 



Example No. 305 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8. 24 (2H. s),8.03(lH, d,J=8 
.0Hz),7. 96 (1H, d.J=8. 8Hz) 
,7. 87 (1H, d.J=9. lHz),7.60 
-7. 46(6H,m).7. 09(lH,dd,J 
=12. 0. 1. 8Hz),6. 97 (1H, dd, 
J=8.4, 1.8Hz),5. 16 (2H, s), 
3. 97(lH,m), 2.31-2. 11 (2H, 
m), 1.92-1. 73(4H,m).1.70- 
1.57(lH,m), 1.46-1. 13 (3H. 
m) 


01 


Purity > 9 0% (NMR) 


MS 599 (M+l) 



267 



Table 204 



Example No. 306 


IH NMR( 8 ) PPm 

300MHz, DMS0-d6 
12.84(lH,brs),8.21(lH,s) 
,7. 98-7. 84(5H,m),7. 58 (2H 
,d.J=8.7Hz),7. 54 (2H, d,J= 
7.8Hz),7. 34(lH,.d,J=8. 7H 
z),7. 26 (1H, d.J=2.4Hz),7. 
13-7. 06(3H,ra),5. 06(2H.s) 
, 4. 26 (1H, brt, J=12. 7Hz) , 3 
.84(3H,s),2. 36-2. 17(2H,b 
ra), 1.99-1. 80 (4H, brnO.l. 
73-1. 59(1H, bra), 1.47-1.1 
7(3H,brm) 




Purity >9 0% (NMR) 


MS 577 (M+l) 


Example No. 307 


1H NMR(6 ) ppm 

300MHz, DMS0~d6 
8.22(lH,s),8.04(lH,s).7. 
95(2H.d,J=8. lib), 7. 87(2H 
,s),7.72(lH.d,J=1.2Hz),7 
.59-7.41(7H,m),5. 12(2H,s 
),4. 25(lH,brt,J=11.8Hz), 
3.02(3H,brs),2.98(3H,brs 
),2. 38-2. 15(2H,brm), 1.93 
-t. 76(4H,bnn), 1.71-1. 59 ( 
1H, bra), 1. 46-1. 16(3H,brm 
) 


o 

6 >< 


Purity >9 0% (NMR) 


MS 61701+1) 


Example No. 308 


1H NMR( 6) ppm 

300MHz, DMS0-d6 

8.27(1H, s),8.08(lH.d,J=9 
0Hz) , 7. 93 (1H, d, J=8. 7Hz) 
,7.65(2H, d,J=8. 7Hz),7.46 
(2H d J=8. 1Hz) , 7. 42 (2H, d 
, J=8. 4Hz),7. 30-7.04(5H.m 
),5. 03 (2H, s),4.32(lH,m), 
2.40-2. 10 (2H, m), 2.05-1.1 
0(8H,m) 




Purity >9 0% (NMR) 




MS 552 (M+l) 
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Table 205 



Example No. 309 


1H NMR(6) ppra 

300MHz, DMS0-d6 

8. 33(lH.s),8.15and7.99(2 

H, ABq,J=8.9Hz),7.84and7. 
59 (4H, A'B'q,J=8. 3Hz),7.4 
6(2H, d. J=8.4Hz),7. 22-7. 1 
6<3H,m),7.01-6.98(2H,m), 
4. 27and4.23(2H,A"B*q,J=l 
2. 9Hz), 3. 78 (3H, s),2. 39-2 
.21(2H,bnn),2.07-1.95(2H 
,brm), 1.91-1. 80 (2H,bnn), 

I. 72-1. 59(lH,brm), 1.49-1 
. 17 (3H, brm) 


, HO! / 

o ^ 

CI 


Purity >9 0%(NMR) 


MS 




Example No. 310 


1H NMR( 8 ) ppm 

300MHz, DMS0-d6 
8. 33 (1H, s),8. 09and7. 95(2 
H, ABq, J=8.7Hz),7. 87and7. 
7l(4H,A'B* q,J=8.0Hz).7.4 
3(2H,d,J=7.8Hz),7. 15 (1H, 
d,J=8. 7Hz),7.07-7. 02 (4H, 
m),4. 66(2H,s),4. 23 (lH.br 
t,J=11.8Hz),3. 76 (3H, s),2 
.38-2. 20 (2H, brm) ,2. 04-1. 
93(2H, brm), 1.89-1. 79 (2H, 
brm).l. 70-1. 59 (1H, brm), 1 
.49-1. 18 (3H, brm) 




Purity >9 0% (NMR) 


MS 615 (M+l) 




Example No. 311 


1H NMR(6 ) ppm 

300MHz, DMS0-d6 
8. 30(lH,s),8. 21and8.01(2 
H, ABq. J=8.7Hz),7. 65(2H,d 
,J=8. 4Hz),7. 52-7.4l(6H,m 
),7.20(lH,d,J=8.4Hz),7.1 
4(lH,d,J=2.7Hz),6. 97 (1H, 
dd,J=8.4,2.4Hz),4. 31 (1H, 
brt,J=9. 8Hz),4.28(2H,s), 
3. 78(3H,s),2. 37-2. 20 (2H, 
brm), 2. 07-1. 95(2H,brm). 1 
. 92-1. 80 (2H, brm), 1.71-1. 
60(lH,brm),l. 50-1. 19 (3H, 
brm) 




Purity >9 0% (NMR) 


MS 583 (M+l) 
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Table 206 


Example No . 312 


1H NMR(5) PPm 
300MHz, DMS0-d6 
8.22(lH,s),8.12 lH,d J=8 
.4Hz),8. 00-7. 84(5H,m),7. 
70 (4H, d, J=8. 4Hz),7. 56 (IH 
,t,J=8.6Hz),7. 23(lH.d,J= 
12. 0Hz),7. 13(lH,d,J=8.6H 
z) , 6. 97 (1H, s) , 3. 92 (In, ntf 
,2. 35-2. 00 (2H,n), 1.95-1. 
70(4H,m). 1.65-1. 55 (lH.m) 
, 1. 50-1. 05<3H.m) 


OH 


Purity >9 0% (NMR) 


MS 609 (M+l) 



Example No. 313 


1H NMR(6) ppm 
300MHz,DMSO-d6 
8. 89(lH,brs),8. 63(lH,brs 
),8.24(lH,s),8.11(lH,d,J 
=7. 8Hz),7.99(lH, d,J=8.8H 
z),7.89aH.d.J=9. 9Hz), 7. 
61-7. 55(4H,m),7.43(2H,t, 
J=7.7Hz),7. 34(lH,t.J=7.2 
Hz),7.24(lH,d,J=12.0Hz), 
7. 14(lH,d,J=8. 6Hz),6. 95 ( 
1H, s),3. 96(lH,m),2.35-2. 
05 (2H, m) , 2. 00-1. 50 (5H, m) 
,1.45-1. 10(3H, m) 




Purity >9 0% (NMR) 


MS 522 (M+l) 



Example No. 314 


1H NMR(6) ppm 

300MHz, CDC13 x n . 
8. 48 (1H, d,J=1.4Hz),8.05( 
1H, d,J=1.8Hz),8.98(lH, d, 
J=8. 6Hz),7.82(lH, d.J=7.9 
Hz), 7. 66(1H, d.J=8.6Hz),7 
.55-7. 24(6H,m),6.78(lH,d 
d,J=8.6, 2.6Hz),6.69(lH,d 
d,J=ll. 6Hz),2. 2Hz),6.40- 
6.30(lH,m) > 4.99(2H.s),4 
02(lH,m).3.95(3H,s),3.05 
(3H,d,J=4.8Hz),2.32-2.13 
(2H,m),2. 03-1.87(4H,m),l 
.81-1.71 (lH.m), 1.46-1. 23 
(3H. m) 


CI 


Purity > 9 0% (NMR) 


MS 626 (M+l) 
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Table 207 



Example No. 503 


1H NMR(6) ppm 

300MHz, DMS0-d6 
8. 23(lH,s),7. 76(1H, d,J=8 
..7Hz),7. 58(lH,d.J=8. 8Hz) 
,7.51-7. 32(7H,m),7. 17 (2H 
,d,J=8.7Hz),6. 55(lH.s),5 
. 18(2H, s),4. 75(lH,m),2.3 
5-2. 12(2H,m),2. 10-1.85(4 
H,m), 1.80-1. 50 (2H,m) 


0 

O 


Purity >9 0% (NMR) 


MS 412 (M+l) 




Example No. 701 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
8. 96 (1H, s),8. 50 (1H, s),7. 
77 (2H, d, J=8. 7Hz),7. 50-7. 
40(4H,m),7. 30 (1H, d, J=8. 4 
Hz), 7. 24 (1H, d, J=2.4Hz),7 
.16(2H,d,J=8.4Hz),7. 06(1 
H, dd, J=2. 4Hz, 8. lHz),5. 06 
(2H, s),4.31(lH, s),3. 83(3 
H, s),2. 80-2. 55(2H,m),2.0 
0-1.80(4H.m), 1. 70-1.55(1 
H,m), 1.40-1. 15(3H,m) 


ot 


Purity >9 0°/o (NMR) 


MS 568 (M+l) 
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Table 208 



Example No. 315 


1HNMR(5) ppm 

300MHz, DMS0-d6 

8. 84(2H,d,J=6.3Hz),8.28<lH 

t s),8.17and7.99(2H,ABq,J=8 

!7Hz).7.87-7.85(3H,m),7.70 

-7.50(3H,ffl),7.52(lH,d,j=8. 

3Hz),7. 18(2H.d,J=8.7Hz),5. 

22(2H,e)4.31(lH,br 

*. T-io 9 1R(2H. m 

t, J—l£. OnZJ i <S« W *. »o v<»n» ui 

),2.03-1.78(4H,m).1.70-1.5 
8(lH.m>, 1.50-1. 23 <3H,n>) 


o HC » r> 


Purity >9 0% (NMR) 


MS 538 (M+1) 




Example No. 316 


1H NMR(6) ppm 

300MHz. DMS0-d6 
9. 23 (1H, t. J=6. 3Hz) . 8. 29 (1H, 
s),8.25-8.22(2H,m),8. 03 (2H, 
d. J=7. 9Hz) . 7. 55-7. 48 (5H, a) 7 
. 34 <4H, d. J=4. 4Hz) . 7. 28~7. 22 
(3H,m),5.15(2H > s),4. 52(2H,d 
,J=5.9Hz).4.35(lH,br 
t,J=12. Mz).2. 37-2. 18(2H,iu) 
, 2. 08-1. 95(2H,b), 1.91-1. 79 ( 
2H,m),l. 

72-1.59(lH.o),l. 47-1. 19 (3H, 
a) 




Purity >9 0% (NMR) 


MS 670 (M+1) 




Example No. 317 


1H NMR(6) ppm 

300MHz. DMS0-d6 

8. 59<lH.t,J=5.6Hz),8. 28 (1H, 

s) , 8. 21and8. 01 (2H, ABq, J=8. 8, 

Hz$,8. 16(lH,s),7.97and7.46( 

2H,A'B , g,J=8.0Hz),7.71and7. 

23 (4H, A Vo, J=8. 7Hz) , 7. 53an 

d7.49(4H.A 3 "B"q,J=9.2Hz).5 

.14(2H,s).4.34<lH,br 

t.J=12.8Hz),3. 14(2H,t,J=6.3 

Hz), 2. 38-2. 18(2H.n),2.07-l. 

n) 


01 

o hoi r~\ 

o >H3 


Purity >9 0% (NMR) 


MS 676 (M+1) 
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Table 209 



Example No. 318 


1H NMR(6 ) ppm 

300MHz, DHS0-d6 9. 63 
(IH, t, J=4. 8Hz). 8. 86and7. 97 ( 
4H, ABq. J=6. 6Hz), 8. 30 (1H, s), 
8. 27(lH,s),8.23and8.03(2H,A 
' B' q, J=8. 8Hz) , 8. 09and7. 54 (2 
H, ATo, J=8. 1Hz) , 7. 73and7. 2 
4(4H,A : "B" , q,J=8.8Hz),7.54a 
nd7. 52 (4H, ABq, J-8. oiiz; , 
5. 16(2H, s)4. 78 (2H, d, J=5. 6Hz 
),4.35 (lH.br 

t, J=l 1. 0Hz) , 2. 39-2. 19 (2H, n) 
,2.07-1.96(2H.n), 1.91-1. 78 ( 
2H. m) , 1. 70-1. 57(1H, m) 1. 50-1 
.19(3H,in) 


01 


Purity >9 0% (NMR) 


MS 671 (M+l) 




Example No. 319 


1H NMR(6) ppm 




300MHz, DMS0-d6 

8. 28 (1H, s) , 8. 24and8. 03 (2H, A 

Bq,J=9.0Hz),7.77(lH,s),7. 70 

(2H.d,J=8.4Hz).7. 64-7.10(13 

H, m) . 5. 16 (2H, s) , 4. 74and4. 57 

(total 2H,each br 

s), 4. 34dH.br 

t, J=11.7Hz),2.90(3H,s),2. 35 
-2. 17 (2H, m) . 2. 07-1 . 93 (2H, m) 
,1.93-1. 78(2H,m), 1.71-1. 57 ( 
1H, m),1.51-1.19(3H,n) 


Purity >9 0% (NMR) 


MS 684 (M+l) 




Example No. 320 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
8. 94and8. 06 (4H, ABq, J=6. 8Hz> 
, 8. 33 (1H, s) , 8. 28and8. 05 (2H, 
A' B' q, J=8. 7Hz) , 7. 80 (1H, s) , 7 
. 73and7. 22 (4H, A'B'g, J=8. 7Hz 
) , 7. 63and7. 57 (2H. A*' B q, J= 
7.9Hz),5.30(2H. s),4. 34(lH,b 

t,J=12. lHz).3.04(3H.s),2. 97 
(3H, s),2. 38-2.18(2H,m),2. 10 
-1. 96 (2H, m) , 1. 93-1. 80 (2H. m) 
, 1. 72-1. 58(lH,m),l. 52-1. 08( 
3H,m) 




Purity >90% (NMR) 


MS 575 (M+l) 
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Table 210 


Example No. 


321 


1H NMR(5) Ppm 


0 2HCJ 

O 


a 

>\> 


300MHz, DMS0-d6 
11.19(lH,br 

s),8.31(lH,s).8.23end8.02(2 
H, ABq, J=9. 0Hz) , 7. 77 (1H, s ), 7 

79*nA7 21 (4H. A B 0. J=8. 7Hz 
), 7. 59and7. 48(2H, A B q. 1=7. 
9Hz) , 7. 53and7. 51 (4H. A" B" q 
, J=9. 0Hz) , 5. 16 (2H, s) , 4. 72-2 
.97(8H,br in).4.34(lH,br 
t,J=12. Wz),2.79<3H, s),2.38 
-2. 17(2H. B ),2.07-1.93(2H,b) 
, 1 . 93-1. 78 (2H, n) , 1. 69-1. 58 ( 
lH.m), 1.50-1. lO(3H,m> 


Purity >9 0% (NMR) 


MS 


663 (M+l) 





Example No. 322 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
9. 54(lH,t,J=5.7Hz).8.91(lH, 
„\ a en /,u j t=4 QHz) 8. 48( 
1H, d, J=7. 9Hz) , 8. 32 (1H, s) , 8 ; 
27 (1H, d, J=9. 0Hz) , 8. 25(IH, , s) 
, 8. 07-7. 97 (3H, m) . 7. 74and7. 2 
5(4H.ABq,J=8.9Hz),7.56-7.49 
(5H. a) , 5. 16 (2H. s) . 4. 69 (2H, d 
,J=5.6Hz),4.36<lH,br , 
t,J=12.4Hz),2.37-2.20(2H,m) 
,2.09-1.97(2H,m),1.91-1.78( 
2H.n),3.70-1.67(lH,ii.).1.50- 
1. 17(3H,ni) 




Purity > 9 0% (NMR) 


MS 671 OM) 


Example No. 323 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 y 
9.62(1H. t,J^.0Hz), 8. 72(lH, 
d, J=5. 3Hz) , 8. 30-8. 19 (4H, n) , 
8 08(lH,d,J=7. 9Hz) ,8 02(111, 
d,J=7.6HZ^7.77-7.64(4H,iB), 
7 57-7.49(5H,m),7.24(2H,d,J 
=8.7Hz),5.16(2H.s),4.77(2H, 
d, J=5.6Hz),4.34(lH t,J=12 8 
Hz).Z.36-2.19<2H.m),2. 07-1. 
95(2H,m), 1.91-1.78 (2H.m),l. 
69-1. 59 (lH.m>, 1.45-1. 20 (3H, 
■ m) 


O 2HCI 


Purity > 9 0% (NMR) 




MS 671 (M+l) 
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Table 211 


Example No. 324 


1H NMR(5) ppm 

300MHz, DMS0-d6 

8. 36<lH,d, J=7.9Hz).8. 30 OH. 

s) , 8. 28and8. 05 (2H, ABq, J=8. 8 

Hz) , 8. 16 (1H, s) , 7. 79and7. 46 ( 

2H,A , B'q.J=8.3Hz).7. 74and7. 

25 (4H. A'B'q, J=8. 9Hz) , 7. 52an 

d7.50(4H.A* B"q,J=8.7Hz), 5 

.14(2H, s),4.36(lH,br 

t,J=42. lHz),3.80(lH,br 

s) , 2. 39-2. 1 8 (2H. m) , 2. 10-1. 9 

8(2H,m),1.93-1.57(8H.in).1.4 

9-1.04(8H,m) 


a 

u 0 1> 


Purity >9 0% (NMR) 


MS 662(M+1) 



Example No. 325 


1H NMR(6 ) ppm 

300MHz, DMS0-d6 
8. 86 (IH, t, J=6. 0Hz), 8. 84and8 
. 00 (4H, ABq, J=6. 6Hz) . 8. 33 (1H 
, s) , 8. 27and8. 04 <2H, A' B' q, J= 
9. 0Hz) , 8. 12 (IH, s), 7. 92and7. 
46 (2H, A'B'q, J=7. 9Hz) . 7. 74an 
d7. 23(4H,A"B"q,J=9.0Hz),7 
. 53and7. 49 (4H. A 3 "B*> J=9. 1 
Hz) ,5. 13 (2H, s),4.36(lH,br 
t,J=12.8Hz).3.70(2H,td. J=6. 
8, 6.0Hz),3.21(2H,t,J=6. 8Hz) 
,2. 38-2. 20(2H,m),2. 09-1. 95 ( 
2H,m), 1.91-1. 77(2H,m),1.70- 
l. 59 (lH,o), 1.49-1. 20 (3H,m) 


e am f*\ 


Purity >9 0% (NMR) 


MS 685 (M+l) 




Example No. 326 


1H NMR( 6 ) ppm 

300MHz, DMS0-d6 
12. 80 (IH. brs) , 8. 23 (lH, s) , 7. 
90 (1H. d.J=8.7Hz),7.83(lH,d, 
J=8. 7Hz) , 7. 60-7. 50 <5H, m) , 7. 
39 (2H, d, J=7. 8Hz) , 7. 23-7. 10 ( 
3H.n).7.05(lH.d,J=7.8H2).6. 
85(]H,s),3. 94(lH,s), 2 1.97,2. 
88(6H,s),2.30-2. 10(2H.m), 1. 
90-1. 50(5H,m). 1.40-1. 00 (3H, 

m) 




Purity >9 0% (NMR) 


MS 610 (M+l) 
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Table 212 



Example No. 


327 


1H NMR(5) ppm 

300MHz, DMS0-d6 

13. 20-12. 60 (2H, brs) , 8. 23 (1H 

,s),7.98(2H,d,J=6.6Hz).7.95 

(lH,d,J=8. 7Hz),7.87(lH,d,J= 

8. 7Hz). 7.70-7. 50 (5H, m) , 7. 27 

_ AA / AT t \ rj no / 1 LI A T— 7 Q 

-7. 20 (3H, m) , 7. 08 UH, o, J-7. B 
Hz), 6. 90(lH,s).3.93(lH, s).2 
.51-2. 05 (2H,m), 1.90-1. 70 (4H 
,m), 1.65-1. 55 (lH,m), 1.40-1. 
10(3H,m) 








Purity 


>9 0% (NMR) 






MS 


583 (M+l) 
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Table 213 



O " 




R 


R' 


2001 


-H 


4- (-Me) 


2002 


— H 


3- (-CF 3 ) 


2003 


5-(-F) 


-H 


2004 


3-<-F) 


2-(-F> 


2005 


3- (-F) 


3-(-F) 


2006 


3— (~F) 


4-(-F) 


2007 


4— (-F) 


4-(-F) 


2008 




4-(-F) 


2009 





4- (-F) 


2010 


4-<-F) 


4-(-Cl) 


2011 


5-(-F) 


4- (-Me) 


2012 


5- (-F) 


4-(-CF 3 ) 


2013 


5-<-F) 


4-(-C0 2 H) 


2014 


5- (-F) 


4- (-C0 2 Me) 


2015 


5- (-F) 




2016 


5- (-F) 


4- (-C0NH 2 ) 


2017 


5-(-F) 


4- { -CON (Me) 2 ) 


2018 


5-(-F) 


4- (-OMe) 


2019 


5-(-F) 


4-(-SMe) 


2020 


5- (-F) 


4 (-«*-> 

4- 


2021 


5- (-F) 




2022 


4-(-Cl) 


-H 
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2023 


4- (-C1) 


4- (-F) 




2024 


4- (-C1) 


4-(-Cl) 




2025 


4-(-Cl) 


4- (-Me) 


10 


2026 


5-(-Cl) 


4-(-CF 3 ) 




2027 


4-(-Cl) 


4- (-C0 2 H) 




2028 


5-(-Cl) 


4-(-C02Me) 


15 


2029 


5- (-Cl) 


(-i-O) 

4- 




2030 


4-(-Cl> 


4-(-CONH2) 


20 


2031 


5-(-Cl) 


4-{-CON(Me) 2 ) 




2032 


5-(-Cl) 


3-(-OMe) 




2033 


4-<-Cl) 


4- (-SMe) 


25 


2034 


5-(-Cl) 


« (-W 

4- 






2035 


4_(_C1) 




30 


2036 


5- (-CN) 


4-(-F) 




2037 


4- (-CN) 


4-(-Cl) 




2038 


5-(-NO z ) 


4-(-F) J 


35 


2039 


4-(-N0 2 ) 


4-(-Cl) 




2040 


5- (-Me) 


4- (-CO2H) 




2041 


5- (-Me) 


4- (-C0 2 Me) 




40 


2042 


5- (-Me) 


4 i^O) 

4- 




2043 


5-(-CF 3 ) 


4- (-C0 2 H) 




2044 


5-(-CF 3 ) 


4- (-C0 2 Me) 


45 


2045 
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, <-!-> 

5- 0 


4-(-CONH 2 ) 


35 


2435 




4- {-CON (Me) z } 




2436 




4H-F) 


40 


2437 


,_<-H 


4-(-Cl) 




2438 


_<-H 


4- (-Me) 




2439 


_<-H 


4- (-CE 3 ) 


50 


2440 




4-{-C0NH 2 ) 




2441 




4- {-CON (Me) 2 } 



55 
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2442 


(-1-"") 
5- B 


4-(-SMe) 


2443 




4- 


2444 


5 _(-H> 




2445 


f 0 •% 
{-g-NOle), } 

5- 0 


4-(-F) 


2446 


{-S-N(N), } 
5- 0 


4-(-Cl) 


2447 


{-jUc*O t } 
5- 0 


4- (-Me) 


2448 


{-!-«(-), } 
5- 0 


4-(-CF 3 > 


2449 


{-+■«. } 

5- 0 


4- (-CONH 2 ) 


2450 


{-i-NO» B >, } 

5- 0 


4- {-CON (Me) 2 ) 


2451 


{-l-H(ya), } 


4- (-SMe) 


2452 






2453 


^ {-I-NWb), } 


4 >H 



40 



55 



I 
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Table 215 



4 3 « 


Ex. N 
o. 


R 


R' 


2454 


2-{-F) 


0— /—PI 


2455 


2-(-F) 


3— (— F) 


2456 


2-(-F) 


1 {—* ) 


2457 


3-(-Cl) 


3— (— CI) 


2458 


3,5-di-(-Cl) 


3 f 5-di-(-Cl) 


2459 


3- (-CN) 


3-(-CN) 


2460 


3-(-N0 2 ) 


3-(-N0 2 ) 


2461 


3- (-Me) 


3- (-Me) 


2462 


3- (~CF 3 ) 


3-(-CF 3 ) 


2463 


3- (-Ac) 


3- (-Ac) 


2464 


3- (-C0 2 H) 


3- (-CO2H) 


2465 


3- (-C0 2 Me) 


3-(-C0 2 Me) 


2466 


3- ^ V_/ / 




2467 


3- (-CONHa) 


3- l-C0NH 2 ) 


2468 


3- (-CONH2) 


3- (-F) 


2469 


3- (-CONH2) 


3- (-C1) 


2470 


3- {-CON (Me) j) 


3- {-CON (Me) 2 } 


2471 


3- {-CON (Me) 2} 


3- (-F) 


2472 


3- {-CON (Me) 2} 


3-(-Cl) 


2473 


3-{-C(=NH)NH 2 ) 


3-{-C(»NH)NH 2 } 


2474 


3- (-OMe) 


3- (-OMe) 


2475 




3.(-«^0 ) 


2476 


3-(-NHMe) 


3-(-NHMe) 
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2477 


3- (-NHAc) 




2478 


(-"-§-«•; 

3- H o 




2479 


3-(-SMe) 


3-(-SMe) 


2480 


3 (4.) 


3 <-U) 


2481 




3 _(-H 


2482 




(4-0 


2483 


{-Snow. } 


{-]-«(-).} 
3- 0 


2484 


3— (-F) 


4-(-F) 


2485 


3- ( _ C1) 


4-(-Cl) 


2486 




4- (-CN) 


2487 


4— {— NO2) 


4- (-NO2) 


2488 




4- (-Me) 


2489 


4_ (—Me) 


2,6-di-(-Me) 


2490 


4— (— CF3) 


4-(-CF 3 ) 


2491 


4-<-Ac) 


4- (-Ac) 


2492 


4- (-CO2H) 


4-(-C0 2 H) 


2493 


4- (-C0 2 Me) 


4- (-C0 2 Me) 


2494 


(-i-O) 


4 (- l O) 

4- 


2495 


■i \ vWli * *2 / 


4-(-C0NH 2 ) 


2496 


4 x \ v#vwi2 1 


4-(-F) 


2497 


4_ (-CONH2) 


2,3,4,5, 6-penta- (-F) 


2498 


4— (-CONH2) 


4-(-Cl) 


2499 


4- {-CON (Me) 2) 


4-{-C0N(Me) 2 } 


2500 


4- {-CON (Me) 2 } 


4-(-F) 


2501 


4- {-CON (Me) 2 } 


4-(-Cl) 


2502 


4- {-CON (Me) 2) 


3,5-di-(-Cl) 


2503 


4-{-C(=NH)NH 2 } 


4-{-C(=NH)NH 2 } 
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2504 


4-(-0Me) 


4- (-OMe) 


2505 


4-(-0Me) 


3,4,5-tri-(-OMe) 


2506 


4 _(W-0) 




2507 


4- (-NHMa) 


4-(-NHMe) 


2508 


4- (— NHAc) 


4- (-NHAc) 


2509 


4— 0 ' 


4_ v H o ' 


2510 


4-(-SMe) 


4- (-SMe) 


2511 


^ \ s-ua/ 


(-U) 

4- 


2512 


4 _<-H 


(-1*) 

4- 0 


2513 




(4*4 

4- 0 


2514 


4 _{-f-«.i 


4 _ {-!-<..,,} 



30 



35 



40 



45 



50 
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Table 216 



O ' 


o. 


R 


R 1 


2515 


-H 




2516 


2- (-F) 


3— (— F) 


2517 


3-(-Cl) 


3-(-Cl) 


2518 


3-<-CN) 


3-(-CN) 


2519 


3- (-N0 2 ) 


3- (-NO2) 


2520 


3- (-Me) 


3- (-Me) 


2521 


3-<-CF 3 ) 


3-(-CF 3 ) 


2522 


3- (-Ac) 


3- (-Ac) 


2523 


3- (-C0 2 H) 


3-(-C0 2 H) 


2524 


3-(-C0 2 Me) 


3- (-C0 2 Me) 


2525 




3- V W/ 


2526 


3-<-CONH 2 ) 


3- (-C0NH 2 ) 


2527 


3-(-CONH 2 ) 


3- (-F) 


2528 


3-<-CONH 2 ) 


3-(-Cl) 


2529 


3- {-CON (Me) 2} 


3- {-CON (Me) 2 } 


2530 


3- {-CON (Me) 2) 


3- <-F) 


2531 


3 - { -CON (Me) 2} 


3-(-Cl) 


2532 


3-{-C(=NH)NH 2 } 


3-{-C(=NH)NH 2 > 


2533 


3-(-0Me) 


3-(-0Me) 


2534 


3 .(-«^0) 




2535 


3-(-NHMe) 


3- (— NHMe) 


2536 


3- (-NHAc) 


3- (-NHAc) 
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2537 


3 _ V h 5 J 


3 _(tH 


2538 


3-(-SMe) 


3- (-SMe) 


2539 






2540 


(-!-»•) 

3 _ N o 


3- ° 


2541 


3- 0 


3 .(i- , v 


2542 




f-S-NOit), } 

3_ l b " 


2543 


3-{-F) 


4-(-F) 


2544 


4-(-Cl) 


4- (-C1) 


2545 


4- (-CN) 


4- (-CN) 


2546 


4-(-N0 2 ) 


4— (— N0 2 ) 


2547 


4- (-Me) 


4- ( Me) 


2548 


4-<-CF 3 ) 


4- (— CF3) 


2549 


4- (-Ac) 


4- (-Ac) 


2550 


3- (-C0 2 H) 


4-(-COsH) 


2551 


r 4- (-C0 2 Me) 


4-(-C0 2 Me) 


2552 


. v N v_y J 
4— 


(iO) 

4- ^ 


2553 


4- (-C0NH2) 


4— (— CONH2) 


2554 


4- (-CONH 2 ) 


4— (— F) 


2555 


4-(-CONH 2 ) 


4- (-C1) 


2556 


3- {-CON (Me) 2) 


4— ( — ouw vwe j 2 1 


2557 


3- {-CON (Me) 2 } 


4— (— F) 


2558 


4- {-CON (Me) 2 ) 


4-<-Cl) 


2559 


4-{-C(=NH)NH 2 } 


4-{-C(=NH) NH 2 } 


2560 


4- (-OMe) 


4— (-OMe) 


2561 






2562 


r 4- (-NHMe) 


4- (-NHMe) 


2563 


4-(-NHAc) 


4- (-NHAC) 
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2564 


/ ft \ 

4 _(lT*> 


f M © II ^ 

I — N-S-lla 1 
4 _ V H § * 


2565 


4— {—SMe) 


4- (-SMe) 


2566 


4 




2567 




^ 4 _(-!-) 


2568 




4 .(-H 


2569 


{-J-»(fc) t } 

4- 0 


{-!-««.>, } 

4- 0 



20 



25 



30 



35 



40 



45 



50 
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Table 217 



* — ' Py *• pyridyl group 


Ex.N 
o. 


Py 


R' . 


2570 


3-Py 


-H 


2571 


3-Py 


3-(-F) 


2572 


3-Py 


3-(-Cl) 


2573 


3-Py 


— 3- (-Me) 


2574 


3-Py 1 


3-<-CF 3 ) 


2575 


3-Py 


3- (-Ac) 


2576 


3-Py 


3-(-C02H) 


2577 


3-Py 


3- (-C0 2 Me) 


2578 


3-Py 


3- ^ 


2579 


3-Py 


3- (-C0NH 2 ) 


2580 


3-Py 


3- {-CON (Me) 2 } 


2581 


3-Py 


F 4-(-F) 


2582 


3-Py 


4-(-Cl) 


2583 


3-Py 


4- (-Me) 


2584 


3-Py 


4-(-CP 3 ) 


2585 


3-Py 


4- (—Ac) 


2586 


2-Py 


4-(-C0 2 H) 


2587 


" 3-Py 


" 4-(-CO z Me) 


2588 


3-Py 


4 (JO) 

4- 


2589 


4-Py 


4- (-CONH2) 


2590 


>r ~ 3-Py 


4- {-CON (Me) 2) 



55 
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Table 218 



\ / py : pyrldyl group 




Ex.N 


Py 


R' 


o. 
2591 


3 — Py 


-H 


2592 


■3— try 


3-(-F) 


2593 




3-(-Cl) 


2594 


3— py 


3- (-Me) 


2595 


3-py 


3-(-CF 3 ) 


2596 


3-Py 


3- (-AC) 


2597 


3-Py 


3- (-C0 2 H) 


2598 


3— Py 


3- (-C0 2 Me) 


2599 


3-Py 




2600 


3-Py 


3-(-C0NH 2 ) 


2601 


3— Py 


3- { -CON (Me) 2 ) 


2602 


3-Py 


4-(-F) 


2603 


3-Py 


4- {-CD 




2604 


3-Py 


4- (-Me) 
4- (-CF 3 ) 


2605 
2606 


3-Py 
3-Py 


4— (—Ac) 




2607 


3-Py 


4-(-C0 2 H) 




2608 


3-Py 


4-(-C0 2 Me) 




2609 


3-Py 


A <-*0) 

4— 




2610 
2611 


3-Py 

1 3-py 


4- (-C0NH 2 ) 
1 4- {-CON (Me) 2 > 





[0301 ] Formulation Example is given in the following. This example is merely for the purpose of exemplification 
does not limit the invention. 
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Formulation Example 



(a) 


compound of Example 1 


10g 


(b) 


lactose 


50 g 


(c) 


com starch 


15g 


(d) 


sodium carboxymethylcellulose 


44 g 


(e) 


magnesium stearate 


1 9 



[0303] The entire amounts of (a), (b) and (c) and 30 g of (d) are kneaded with water dried in vacuo anc 

The obtained granules are mixed with 1 4 g of (d) and 1 g of (e) and processed into tablets wrth a tablet.ng mach.ne to 

give 1000 tablets each containing 10 mg of (a). 

Industrial Applicability 

[0304] As is evident from the above-mentioned results, the compound of the present invention shows a high inhibitory 

vlaxis or treatment of hepatitis C, based on the anti-HCV effect afforded by the HCV polymerase inh b,tory acftw* 
When used concurrently with a different anti-HCV agent, such as interferon, and/or an ^.-inflammatory agent and 
the like it can provide a pharmaceutical agent more effective for the prophylaxis or treatment of hepatifs C. I s high 
inhibftory activity specific to HCV polymerase suggests the possibility of the compound be.ng a pharmaceutical agent 
with slight side effects, which can be used safely for humans. 

0306] This application is based on patent application No. 369008/1999 filed in Japan, the contents of wh.ch are 
hereby incorporated by reference. 



A therapeutic agent for hepatitis C, which comprises a fused ring compound of the following formula [I] or a phar- 
maceutical^ acceptable salt thereof as an active ingredient: 

s. 



© 



wherein 

a broken line is a single bond or a double bond, 

qi is C(-R 1 ) or a nitrogen atom, 

q2 is C(-R 2 ) or a nitrogen atom, 

q3 js C(-R 3 ) or a nitrogen atom, 

qa is C(-R 4 ) or a nitrogen atom, 

G* G6 G8 and Q9 are each independently a carbon atom or a nitrogen atom, u ... ♦ ^ u na 

g7 ' is c(-R7), an oxygen atom, a sulfur atom, or a nitrogen atom optionally substituted by R8, 

wherein R 1 , R 2 , R 3 and R 4 are each independently, 



(1) hydrogen atom, 
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(2) C,. 6 alkanoyl, 

(3) carboxyl, 

(4) cyano, 



m T e alkyl optionally substituted by 1 to 3 substituent(s) selected from the following group A, 

group A; halogen atom, hydroxyl group, carboxyl, amino, C w aikoxy, alkoxycarbonyl and alkylam.no, 

wner^is optionally substituted C v6 alkyl (as defined above) or C 6 . u aryl C„ alkyl optionally substituted 
bv 1 to 5 substituent(s) selected from the following group B, 

group B; halogen atom, cyano, nitro, alkyl, halogenated alkyl C^ 6 a'kanoyl, 
(CH,) -COORbi, -(CH 2 ) r -CONRblRb2, -(CH 2 ) r -NR b1 R b2 , - (CH^-NRM-COR* -(CH 2 ) r -NHS0 2 R b 1, . (C H 2 ) r 
ORbi -(CH,) -SR b1 , -(CH 2 ) ( .-S0 2 R b1 and -(CH 2 ) r -S0 2 NR b i R b2 

wherein R" and R b * are eacU independently hydrogen atom or Cl . 6 alkyl and r is 0 or an integer of 1 to 6, 
SneSn^ aTd R<* are each independently hydrogen atom, C n . 6 aikoxy or optionally substituted C M alkyl 
(as defined above), 

(9) -C(=NR a4 )NH 2 

wherein R a4 is hydrogen atom or hydroxyl group, 

(10) -NHR a5 . , „ , 
wherein R a5 is hydrogen atom, C v6 alkanoyl or alkylsulfonyl, 

where^R^ is hydrogen atom or optionally substituted a!kyl(as defined above), 
(12)-S0 2 R a7 „ , . 

wherein R a7 is hydroxyl group, amino, alkyl or alkylammo 
or 

whlreiita3n S R hyd?ogen atom, optionally substituted Cl . e alky, (as defined above) or C 6 . u aryl Cl . 6 alkyl 
optionally substituted by 1 to 5 substituent(s) selected from the above group B, and 

R7 and R 8 are each hydrogen atom or optionally substituted 
alkyl(as defined above), 

ring Cy is 

(1 ) C 3 . 8 cycloalkyl optional* substituted by 1 to 5 substituent(s) selected from the following group C, group 
C- hvdroxyl qroup, halogen atom, C v6 alkyl and C^e aikoxy, 

(2) C 3 8 c^cloalkenyl optionally substituted by 1 to 5 substituent(s) selected from the above group C, or 
(3) 




0 



wherein u and v are each independently an integer of 1 to 3, 
ring A is 



(1) C 6 . 14 aryl, 

(2) C 3 _ 8 cycloalkyl, 

(3) C 3 . 8 cycloalkenyl or 
(4) 

sulfur atom, 



SttrS gToup^aving 1 to 4 heteroatom(s) selected from an oxygen atom, a nitrogen atom and a 
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R 5 and R 6 are each independently 

(1) hydrogen atom, 

(2) halogen atom, 

(3) optionally substituted C v6 alkyl (as defined above) or 

(4) -OR a8 

wherein R a8 is hydrogen atom, C^g alkyl or C 6 . 14 aryl alkyl, and 



(1) hydrogen atom, 

(2) halogen atom, 

(3) cyano, 

(4) nitro, 

(5) amino, C,_ 6 alkanoylamino, 

(6) alkylsulfonyl, 



(7) optionally substituted C,. 6 alkyl (as defined above), 

(8) C 2 . 6 alkenyl optionally substituted by 1 to 3 substituent(s) selected from the above group A, 

(9) -COOR 39 

wherein R a9 is hydrogen atom or a,. 6 alkyl, 

where^R^s opttonally substituted alkyl (as defined above), C,. 6 alkoxycarbonyl or C„ 
kanoylamino and 1 is 0 or an integer of 1 to 6, 
(11) -OR a11 

wherein R a11 is hydrogen atom or optionally substituted alkyl (as defined above) 

or 

(12) 

' ^ -(Z)w 



-T-0-C 



wherein 
ring B is 

(1')C 6 . 14 aryl, 

(2") C 3 . 8 cycloalkyl or 

(3') heterocyclic group (as defined above), 
each Z is independently 
(1 ') a group selected from the following group D, 

(2') C 6 14 aryl optionally substituted by 1 to 5 substituent(s) selected from the following group D, 
(3') Co o cycloalkyl optionally substituted by 1 to 5 substituent(s) selected from the following group D, 
(4') Ce-u aryl C,_ 6 alkyl optionally substituted by 1 to 5 substituent(s) selected from the following group 

(5 1 ) heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the following group 
D 

wherein the heterocyclic group has 1 to 4 hetero-atom(s) selected from an oxygen atom, a nitrogen atom 
and a sulfur atom, 
group D: 



(a) hydrogen atom, 

(b) halogen atom, 

(c) cyano, 

(d) nitro, 
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(e) optionally substituted C,. 6 alkyl (as defined above), 

(f) -(CH 2 ) t -COR a18 , 

(hereinafter each t means independently 0 or an integer of 1 to 6), 
wherein R a18 is 

M '"\ oDtionallv substituted C. s alky' ( as defined above), 

(2» e3 Penally subsisted by 1 to 5 substitutes) selected from the above group Bor 
(^hlterocyclic group optionally substituted by 1 to 5 substituent(s) se.ected from the above 

wherein the heterocyclic group has 1 to 4 heteroatom(s) selected from an oxygen atom, a nitrogen 
atom and a sulfur atom, 

wherein Ra^hydTogen atom, optionally substituted C n . 6 alkyl (as defined above) or aryl C M 
alkyl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

(h) -(CH 2 ) t -CONR*27Ra28 

wherein R a27 and R 828 are each independently, 
(1 ") hydrogen atom, 

(2") optionally substituted C v6 alkyl (as defined above), „ h «„ Q „ miin R 
(3» C 6 14 aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B 
(4") ctu aryl C M alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

^heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the above 

^Theterocycle C« alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

wherein'the heterocycle C n _ 6 alkyl is C v6 alkyl substituted by heterocyclic group optionally sub- 
stituted by 1 to 5 substituent(s) selected from the above group B, as defined above, 
(7T5 8 cycloalkyl optionally substituted by 1 to 5 substrtuent(s) selected from the above group 

(8") Cm cycloalkyl C v6 alkyl optionally substituted by 1 to 5 substituent(s) selected from the 
above group B, 

(i) -(CH 2 ) t -C(=NR a33 )NH 2 

wherein R a33 is hydrogen atom or alkyl, 

0) -(CHaVOR^o 

wherein R a2 ° is 

(1") hydrogen atom, 

(2") optionally substituted C,^ alkyl (as defined above), 

(3") optionally substituted C 2 . 6 alkenyl (as defined above), , Qnrn „ na 
4" C 2 . alkynyl optionally substituted by 1 to 3 substituent(s) selected from the above group A, 
5" Ce 4 aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B 
(6") C 6 : 14 aryl C« alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

(O heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the above 
(BTheferocycle alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 
%°) c* a cycloalkyl optionally substituted by 1 to 5 substituent(s) selected from the above group 
00'') C 3 . 8 cycloalkyl alkyl optionally substituted by 1 to 5 substituent(s) selected from the 
above group B, 

SJS^I^SEno or heterocyclic group optionally substituted by 1 to 5 substituent(s) 
selected from the above group B, and p is 0 or an integer of 1 to 6, 
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(I) -(CH 2 )t-NR a22 R a23 

wherein R a22 and R 023 are each independently 



(1") hydrogen atom, 

(2") optionally substituted C 14 alkyl (as defined above), 

3" el 1A aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(4") ctu S Ci 6 alkyl optionally substituted by 1 to 5 S ubstituent(s) selected from the above 

(sThe^ocycle alkyl optionally substituted by 1 to 5 S ubstituent(s) selected from the above 
group B, 

Ki"^^ JSSST-nm. C,, alkyl or C, 6 alkanoyl, R~ is o^"*^**?™ 
Z defined above), cf 14 aryl optionally substituted by 1 to 5 substituent s selected from the above 
group B or heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the above 
group B, 

SSSS'S^Sii atom, optionally substituted C M alky, (as defined above), C fr14 aryl option- 
ally substituted by 1 to 5 substituent ( s) selected from the above group B or heterocychc group opt.on- 
ally substituted by 1 to 5 substituent(s) selected from the above group B, 
(0)-(CH 2 ) t -S(O) q -RA2 5 

wherein R a25 is as defined above, and q is 0, 1 or 2, 
and 

wherein R^is hydrogen atom, optionally substituted alkyl (as defined above), C 6 . 14 aryl option- 
X substituted by 1 to 5 substituent(s) selected from the above group B or heterocychc group optim- 
ally substituted by to 5 substituent(s) selected from the above group B, 

is an integer of 1 to 3, and 



(1') a single bond, 
(2')C,. 6 alkylene, 
(3') C 2 _ 6 alkenylene, 
(4') -(CH 2 ) m -0-(CH 2 ) n -, 

(hereinafter m and n are each independently 0 or an integer of 1 to 6), 

(5') -CO-, 

(6') -C0 2 -(CH 2 ) n -, 

(7') -CONH-(CH 2 ) n -NH-, 

(8') -NHC0 2 -, 

(9") -NHCONH-, 

(10') -0-(CH 2 ) n -CO-, 

(1V) -0-(CH 2 ) n -0-, 

(12') -SO a -, 

(13') -(CH 2 ) m -NR a l 2 -(CH 2 ) n - 
wherein R a12 is 



(1") hydrogen atom, 

(2'"> ontionallv substituted a,. s alkyl (as defined above), 
3" c" 4 aX 

(4") optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

SreinR^is hydrogen atom, optionally subsisted Cl . 6 alkyl (as ^^^^"SSSEE 
Tubstituted by 1 to 5 substituent(s) selected from the above group B or C* 14 aryl C v6 alkyl optionally 
substituted by 1 to 5 substituent(s) selected from the above group B, 
(6") -COOR b5 (R b5 is as defined above) or 
(7") -SO z R b5 (R b5 is as defined above), 
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(14') -NR a12 CO- (R a12 is as defined above), 

where?n 0 R N a" a !s "hydragen atom, optionally substituted Cl . 6 alley! (as defined above) or C 6 . 14 aryl alkyl 
optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

Se?n°R^?s H cTi4 aryl optionally substituted by 1 to 5 sub S tituent(s) selected from the above group B, 

(1 7') -0-(CH 2 ) m -CR a15 R a16 -(CH 2 ) n - 

wherein R a15 and R a16 are each independently 

(1") hydrogen atom, 
(2") carboxyl, 
(3") C^e alkyl, 
(4") -OR" 6 

wherein R b6 is alkyl or C s . 14 aryl alkyl, or 

whVrein Rb7 is hydrogen atom, C v6 alkyl, C*. alkanoyl or C 6 . 14 aryl C w alkyloxycarbonyl, or R a ^ 

is optionally 

(6") 



wherein n', ring B', Z' and W are the same as the above-mentioned n, ring B, Z and w, respectively, 
and may be the same as or different from the respective counterparts, 

(18') -(CH 2 ) n -NR a12 -CHR a15 - (R a12 and R a15 are each as defined above), 
(19')-NR a17so 2- 

wherein R a17 is hydrogen atom or alkyl or 

(20') -S(0) e -(CH 2 ) m -CR a i5Rai6.(CH 2 ) n - (e is 0, 1 or 2, R a " and R a ^ are each as defined above). 
Thetheraoeuticagentofc^^ 

The therapeutic agent of claim 2, wherein G 2 is C(-R 2 ) and Q6 is a carbon atom. 
The therapeutic agent of claim 2 or claim 3, wherein G* is a nitrogen atom. 
The therapeutic agent of claim 1 , wherein, in formula [I], the moiety 

f -%-< 



is a fused ring selected from 
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j.-W'. 8--Q 

? V— 



is a fused ring selected from 





The therapeutic agent of claim 6, which comprises a fused ring compound of the following formula [1-1] 




wherein each symbol is as defined in claim 1 , 

or a pharmaceutical^ acceptable salt thereof as an active ingredient. 

The therapeutic agent of claim 6, which comprises a fused ring compound of the following formula [I-2 



wherein each symbol is as defined in claim 1 , 

or a pharmaceutical^ acceptable salt thereof as an active ingredient. 

The therapeutic agent of claim 6, which comprises a fused ring compound of the following formula [I-3] 
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wherein each symbol is as defined in claim 1, 
o7 a pharmaceutically acceptable salt thereof as an act.ve mgred.ent. 
10 . Therapeutic agent of c.aim 6, which comprises a fused ring compound of the foilowing formula [I-4] 




wherein each symbol is as defined in claim 1, . n „ roHi0 nt 
or a pharmaceutically acceptable salt thereof as an active mgred.ent. 

rahydrothiopyranyl. 

13. The therapeutic agent of any of claims 1 to 12, wherein the ring A is C* u 

14. A fused ring compound of the following formula [II] 

riv^-^- t,,] 



wherein 
55 the moiety 
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6?. 4 ^-./ 



a fused ring selected from 






wherein R 1 , R 2 , R 3 and R 4 are each independently, 

(1) hydrogen atom, 

(2) C^g alkanoyl, 

(3) carboxyl, 

(4) cyano, 

(6) cT! alkyl optionally substituted by 1 to 3 substituent(s) selected from the following group A, 

group A; halogen atom, hydroxy! group, carboxyl, amino, C 14> alkoxy, C« alkoxycarbonyl and C M alkylam.no, 

/y\ COOR 3 ^ 

wherein R-1 is optionally substituted C v6 alkyl (as defined above) or C( , u aryl C ve alkyl optionally substituted 
by 1 to 5 substituent(s) selected from the following group B, 

group B; halogen atom, cyano, nitro, alkyl, halogenated alkyl, C,. e dtanoyl. 
(CH 2 ) -COORbi, .( C H a ) r -CONF#»iRb2. .(CH^R"** - (CH 2 ) r -NRfi-COR". -(CH 2 ) r -NHS0 2 F#»i. -(CH 2 ) r - 
ORbi, -( C H 2 ) r -SR"i, -(CHaVSOsR* 1 and -(CH 2 ) r -S0 2 NR"iR"2 

wherein R" and are each independently hydrogen atom or alkyl and r is 0 or an integer of 1 to 6, 

where?n N R«2 and R a3 are each independently hydrogen atom, C,_ 6 alkoxy or optionally substituted alkyl 
(as defined above), 

(9) -C(=NR a4 )NH 2 

wherein R a4 is hydrogen atom or hydroxyl group, 

(10) -NHR a5 

wherein R a5 is hydrogen atom, alkanoyl or alkylsulfonyl, 

(11) -OR a6 

wherein R a6 is hydrogen atom or optionally substituted C n . 6 alkyl (as defined above) , 

(12) -S0 2 R a7 

wherein R a7 is hydroxyl group, amino, C 14 alkyl or alkylamino 
or 

where^R^^hydrogen atom, optionally substituted d-e alk y' ( as defined above > or Ce " 14 aryl Cl " 6 a,kyl 
optionally substituted by 1 to 5 substituent(s) selected from the above group B, and 

R 7 is hydrogen atom or optionally substituted 
C^e alkyl (as defined above), 

ring Cy" is 

(1) C 3 . 8 cycloalkyl optionally substituted by 1 to 5 substituent(s) selected from the following group C, 
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group C; hydroxyl group, halogen atom, alkyl and alkoxy, or 
(2) 



)v 



S 

380 

cyclohexyl, cyclohexenyl, furyl and thienyl, 
R5' and R 6 ' are each independently 

(1) hydrogen atom, 

(2) halogen atom, 

(3) optionally substituted C w alkyl (as defined above) or 

(4) hydroxyl group 

ring B is 

(1)C6. 14 aryl, 

(3) having 1 to 4 heteroatom(s) selected from an oxygen atom, a nfrrogen atom 

and a sulfur atom, 
each Z is independently 

(1) a qroup selected from the following group D, 

2 C arvl optionally substituted by 1 to 5 substituent(s) selected from the following group D. 

3 c 6 cSSl optLally substituted by 1 to 5 substituent(s) selected from the following group D, 

^heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the following group 
D whereTnThe heterocyclic group has 1 to 4 heteroatom (S) selected from an oxygen atom, a mtrogen 
atom and a sulfur atom, 
group D: 

(a) hydrogen atom, 

(b) halogen atom, 

(c) cyano, 

(d) nitro, 

(e) optionally substituted alkyl (as defined above), 

(f) -(CH 2 ),-COR«« cs 
(hereinafter each t means independently 0 or an integer of 1 to 6), 
wherein R a18 is 

M "i ootionallv substituted C. R alkyl (as defined above), 

[I) heieCcHc group optionally substituted by 1 to 5 substituent(s) selected from the above 

wherein the heterocyclic group has 1 to 4 heteroatom(s) selected from an oxygen atom, a 
nitrogen atom and a sulfur atom, 
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(o^ (CH ) COOR a ^ 

wherein R-« is hydrogen atom, optionally substituted alkyl (as defined above) or Cj.,4 aryl 
C V6 alkyl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(h) -(CH 2 ) t -CONR a27 R a28 
wherein R 827 and R 828 are each independently, 

(1") hydrogen atom, 

(2") optionally substituted alkyl (as defined above), 

3" C 6 14 aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(4») C^t aryl C n _ 6 alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

^heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the above 

heterocycle alkyl optionally substituted by 1 to 5 substituent(s) selected from the 
above qroup B, .. ,. 

wherein the heterocycle C,. 6 alkyl is C,. 6 alkyl substituted by heterocyclic group opt.onally 
substituted by 1 to 5 substituent(s) selected from the above group B, as defined above, 
(7») C3. 8 cycloalkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

%°)C* 8 cycloalkyl alkyl optionally substituted by 1 to 5 substituent(s) selected from the 
above group B, 

(i) -(CH 2 ) t -C(=NR 833 )NH 2 

wherein R 833 is hydrogen atom or alkyl, 

(j) -(CH 2 ) t -OR*20 

wherein R 820 is 

(V) hydrogen atom, 

(2') optionally substituted C A . 6 alkyl (as defined above), 
(3 1 ) optionally substituted C 2 . 6 alkenyl (as defined above), 

(4") C 2 . 6 alkynyl optionally substituted by 1 to 3 substituent(s) selected from the above group 

(5') C R «x aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(6') c£i4 aryl alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

(7° heterocyclic group optionally substituted by 1 to 5 substituent(s) selected from the above 

fsTheterocycle C,. e alkyl optionally substituted by 1 to 5 substituent(s) selected from the 

^^^s'cycloalkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

fiovi Jcydoalkyl alkyl optionally substituted by 1 to 5 substituent(s) selected from 
the above group B, 

wherein R^ is a^amino or heterocyclic group optionally substituted by 1 to 5 substituent 
(s) selected from the above group B, and p is 0 or an integer of 1 to 6, 
(I) -(CH 2 ) t -NR a22 R a23 

wherein R 822 and R 823 are each independently 
(V) hydrogen atom, 

(2') optionally substituted alkyl (as defined above), 

(3') C fi aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(4') Cg'u aryl alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 

fsTheferocycle alkyl optionally substituted by 1 to 5 substituent(s) selected from the 
above group B, 
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wherein R*e is hydrogen atom, alkyl or alkanoyl, is optionally substituted 
alkyl (as defined above), C 6 . 14 aryl optionally substituted by 1 to 5 substituent(s) selected from 
the above group B or heterocyclic group optionally substituted by 1 to 5 substituent(s) selected 
from the above group B, 
(n)-(CH 2 ) t -NHS0 2 -R a25 

wherein R-» is hydrogen atom, optionally substituted C M alkyl (as defined above), C 6 . u aryl 
optionally substituted by 1 to 5 substituent(s) selected from the above group B or heterocyclic 
group optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(o) -(CH a VS(0) q -R»» 

wherein R 325 is as defined above, and q is 0, 1 or 2, 
and 

(p) -(CH 2 )t-S0 2 -NHR a26 

wherein R 826 is hydrogen atom, optionally substituted alkyl (as defined above), C 6 . 14 aryl 
optionally substituted by 1 to 5 substituent(s) selected from the above group B or heterocyclic 
group optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

w is an integer of 1 to 3, and 
yis 



(1) a single bond, 

(2) C,. 6 alkylene, 

(3) C 2 . 6 alkenylene, 

(4) -(CH 2 ) m -0-(CH 2 ) n -, 

(hereinafter m and n are each independently 0 or an integer of 1 to 6), 

(5) -CO-, 

(6) -C0 2 -(CH 2 ) n -, 

(7) -CONH-(CH 2 ) n -NH-, 

(8) -NHC0 2 -, 

(9) -NHCONH-, 

(10) -0-(CH 2 ) n -CO-, 

(11) -0-(CH 2 ) n -0-, 

(12) -S0 2 -, 

(13) -(CH 2 ) m -NRal 2 -(CH 2 ) n - 
wherein R a12 is 

(V) hydrogen atom, 

(2") optionally substituted C,_ 6 alkyl (as defined above), 

(3') C 6 . 14 aryl C n . 6 alkyl optionally substituted by 1 to 5 substituent(s) selected from the above 
group B, _ 
( 4") c 6 . 14 aryl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

wherein R b5 is hydrogen atom, optionally substituted C^e alkyl (as defined above), C 6 . 14 aryl 
optionally substituted by 1 to 5 substituent(s) selected from the above group B or C 6 . 14 aryl 
C^s alkyl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 
(6') -COOR b5 (R b5 is as defined above) or 
(7') -S0 2 R b5 (R b5 is as defined above), 

(14) -NR a12 CO- (R a12 is as defined above), 

(15) -CONR a13 -(CH 2 ) n - 

wherein R a13 is hydrogen atom, optionally substituted C ve alkyl (as defined above) or C 6 . 14 aryl 
C^e alkyl optionally substituted by 1 to 5 substituent(s) selected from the above group B, 

(16) -CONH-CHR a14 - 

wherein R a14 is Cs. 14 aryl optionally substituted by 1 to 5 substituent(s) selected from the above 
group B, 

(17) -O- (CH 2 ) m -CR a l5R a16 -(CH 2 ) n - 
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wherein R a15 and R a16 are each independently 

(V) hydrogen atom, 
(2 1 ) carboxyl, 
(3') C^e alkyl, 
(4') -OR b6 

wherein R" 6 is C n . 6 alkyl or C^u aryl alkyl, or 

wherelnR^ is hydrogen atom, C M alkyl, Cl . 6 alkanoyl or Ce . u aryl C„ alkyloxycarbonyl, 

or R a15 is optionally 

(6') 



wherein n 1 ring B\ Z' and W are the same as the above-mentioned n, ring B, Z and w, re- 
spectively, and may be the same as or different from the respective counterparts, 

(18) -(CH 2 ) n -NR a12 -CHR a15 - (R a12 and R a15 are each as defined above), 

(19) -NR a17 S0 2 - 

wherein R a17 is hydrogen atom or C,. 6 alkyl or 

(20) -S(OV(CH 2)[1 ,-CR a i5Rai6.(CH 2 ) n - (e is 0, 1 or 2, R-« and R*« are each as 
defined above), or a pharmaceutical^/ acceptable salt thereof. 

15. The fused ring compound of claim 14, which is represented by the following formula [11-1] 




wherein each symbol is as defined in claim 14, 
or a pharmaceutical^ acceptable salt thereof. 

16. The fused ring compound of claim 14, which is represented by the following formula [II-2] 



to><s£r©-*" c, " 2] 



wherein each symbol is as defined in claim 14, 



319 



EP 1 162 196 A1 

or a pharmaceutical^ acceptable salt thereof. 
17. The fused ring compound of claim 14, which is represented by the following formula [II-3] 




v~~ y ~£^)~ (z)w [,i " 3] 




wherein each symbol is as defined in claim 14, 
or a pharmaceutical^ acceptable salt thereof. 

I. The fused ring compound of claim 14, which is represented by the following formula [II-4] 



(Z)w [II-4] 



wherein each symbol is as defined in claim 14, 
or a pharmaceutically acceptable salt thereof. 

19 Thefusedringcompoundofanyofclaims14to1^^ 

or S0 2 Ra7 wherein and are as defined in claim 1 4, or a pharmaceutically acceptable salt thereof. 

20 The fused ring compound of claim 1 9, wherein at least one of Ri , R* R* and R* is carboxyl or -COORai wnere in 
Rai is as defined in claim 14, or a pharmaceutically acceptable salt thereof. 

21. The fused ring compound of claim 20, wherein R* is carboxyl and Ri, R* and R* are hydrogen atoms, or a phar- 
maceutically acceptable salt thereof. 

22. The fused ring compound of any of claims 14 to 21 , wherein the ring Cy' is cyclopentyl, cyclohexyl, cycloheptyl or 
tetrahydrothiopyranyl, or a pharmaceutically acceptable salt thereof. 

23. The fused ring compound of claim 22, wherein the ring Cy' is cyclopentyl, cyclohexyl or cycloheptyl, or a pharma- 
ceutically acceptable salt thereof. 

24. The fused ring compound of any of claims 14 to 23, wherein the ring A' is phenyl, pyridyl, pyrazinyl, pyrimidinyl or 
pyridazinyl, or a pharmaceutically acceptable salt thereof. 

25. The fused ring compound of claim 24, wherein the ring A" is phenyl or pyridyl, or a pharmaceutically acceptable 
salt thereof. 

26. The fused ring compound of claim 25, wherein the ring A' is phenyl, or a pharmaceutically acceptable salt thereof. 



320 



EP1 162 196 A1 



27. The fused ring compound of any of claims 14 to 26, wherein the Y is JgfJ^^^^^^jt 
CHR aU. -(CH 2 ) m -NR«i2-(CH 2 ) n - -CONRai3-(CH 2 ) n -, -0-(CH 2 ) m -CR^R a16 -(CH 2 ) n - or -(CH^-NR^-CHR 
(wherein each symbol is as defined in claim 14), or a pharmaceutical^ acceptable salt thereof. 

28 The fused ring compound of claim 27, wherein the Y is - (CH 2 ) m -0-(CH 2 ) n - or -0-(CH 2 ) m -CRai3Rai6. (C H 2 ) n - 
(wherein each symbol is as defined in claim 14), or a pharmaceutical^ acceptable salt thereof. 

29. The fused ring compound of claim 28, wherein the Y is -(CH 2 ) m -0-(CH 2 ) n - wherein each symbol is as defined in 
claim 14, or a pharmaceutical^ acceptable salt thereof. 

30 The fused ring compound of any of Cairns 1 4 to 29, wherein the R* is carboxyl, * , R3 and R* are hydrogen < atoms 
the ring Cy' is cyclopentyl, cyclohexyl or cycloheptyl, and the ring A" is phenyl, or a pharmaceutical^ acceptable 
salt thereof. 

31 . The fused ring compound of claim 1 4 or a pharmaceutical acceptable salt thereof, which is selected from the 
group consisting of 

ethyl 2-[4-(3-bromophenoxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylate, 

2-[4-(3-bromophenoxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, 

ethyl 2-[4-(2-bromo-5-chlorobenzyloxy)phenyl]-1 -cyclohexylbenzimidazole-5-carboxylate, 

ethyl 2-{4-[2-(4-chlorophenyl)-5-chlorobenzylo X y]phenyl}-1-cyclohexylbenzimidazole-5-carboxylate, 

2-{4-[2-(4-chlorophenyl)-5-chlorobenzyloxy]phenyl)-1-cyclohexylbenzimidazole-5-carboxylicacid, 

ethyl 2-[4-(2-bromo-5-methoxybenzyloxy)phenyl]-1 -cyclohexylbenzimidazole-5K:arboxylate, 

ethyl 2M4-[2-(4-chlorophenyl)-5-methoxybenzyloxy]phenyl)-1-cyclohexylbenzimidazole-5-carboxylate, 

2-{4-[2-(4-chlorophenyl)-5-methoxybenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

ethyl i-cyclohexyl-2-{4-[(E)-2-phenylvinyl]phenyl}benzimidazole-5-carboxylate, 

1- cyclohexyl-2-{4-[(E)-2-phenylvinyl]phenyl}benzimidazole-5-carboxylicacid, 

2- (4-benzyloxyphenyl)-1-cyclopentylbenzimidazole-5-carboxylicacid, 

2-(4-benzyloxyphen y l)-1-cyclopentylbenzimidazole-5-carboxamide, 2-(4-benzyloxyphen y l)-5-cyano-1-cy- 
clopentylbenzimidazole, 

2-(4-benzvloxyphenyl)-1 -cyclopentylbenzimidazole-5-carboxamide oxime, 

ethyl i4clohexyl-2-{4-[{4-(4-fluorophenyl)-2-methyl-5-thiazolyl}methoxy]phenyl}benzimidazole-5-carboxy- 

fc%iohexyl-2^4-[{4-(4-fluorophenyl)-2-methyl-5-thiazolyl}-methoxy]phenyl}benzimidazole-5^ ac- 

ethyl 2-{4-[bis(3-fluorophenyl)methoxyl-2-fluorophenyl}-1^yclohexylbenzimidazole-5-carboxylate, 

2-{4-[bis(3-fluorophenyl)methoxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

ethyl 2-(4-benzoylaminophenyl)-1-cyclopentylbenzimidazole-5-carboxylate, 

2-(4-benzoylaminophenyl)-1-cyclopentylbenzimidazole-5-carboxylicacid, 

ethyl 2-{4-[3-(3-chlorophenyl)phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylate, 

2-{4-[3-(3-chlorophenyl)phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxyhc acid, 

ethyl 2-[4-(3-acetoxyphenyloxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylate, 

ethyl 1 -cyclohexyl-2-[4-(3-hydroxyphenyloxy)phenyl]benzimidazole-5-carboxylate, 

ethyl 1-cyclohexyl-2-{4-[3-(4-pyridylmethoxy)phen y loxy]phenyl}-benzimidazole-5-carboxylate, 

1- cyclohexyl-2-{4- [3- (4-pyridylmethoxy)phenyloxylphenyl}-benzimidazole-5-carboxylic acid, 

2- (4-benzyloxyphenyl)-1-cyclopentylbenzimidazole, 

ethyl 2-(4-benzyloxyphenyl)-1-cyclopentylbenzimidazole-5-carboxylate, 
2-(4-benzyloxyphenyl)-1-cyclopentyl-N,N-dimethylbenzimidazole-5-carboxamide, 
2-(4-benzyloxyphenyl)-1-cyclopentyl-N-methoxy-N-methylbenzimidazole-5-carboxamide, 
2-(4-benzyloxyphenyl)-1 -cyclopentyl-5-(1 -hydroxy-1 -methylethyl)benzimtdazole, 
5-acetyl-2-(4-benzyloxyphenyl)-1-cyclopentylbenzimidazole, 

2-(4-benzyloxyphenyl)-1-cyclopentyl-N-(2-dimethylaminoethyl)-benzimidazole-5-carboxam.de d.hydrochlo- 
ride, 

2-(4-benzyloxyphenyl)-1-cyclopentyl-5-nitrobenzimidazole, 
5-amino-2-(4-benzyloxyphenyl)-1-cyclopentylbenzimidazole hydrochloride, 
5-acetylamino-2-(4-benzyloxyphenyl)-1-cyclopentylbenzimidazole, 
2-(4-benzyloxyphenyl)-1-cyclopentyl-5-methanesulfonylaminobenzimidazole, 
5-sulfamoyl-2-(4-benzyloxyphenyl)-1-cyclopentylbenzimidazole, 
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2-[4-(4-tert-butylbenzyloxy)phenyl]-1-cyclopentylbenzimidazole-5^arboxylicacid, 
2-[4-(4-carboxybenzyloxy)phenyl]-1-cyclopentylbenzimidazole-5-carboxylicacid, 
2-[4-(4-chlorobenzyloxy)phenyl]-1-cyclopentylbenzimidazole-5-carboxylic acid, 
2-{4-[(2^hloro-5-thienyl)methoxylphenyl}-lK:yclopentylbenzimidazole-5-carboxylicacid 
1-cyclopentyl-2-[4- (4-trifluoromethylbenzyloxy) P henyl]-benzimidazole-5-carboxyl.c ac.d, 
1 .cyclopentyl-2-[4-(4-methoxybenzyloxy)phenyl]benzimidazole-5-carboxylic acid 
1 -cyclopentyl-2-[4-(4-pyridylmethoxy)phenyl]benzimidazole-5-carboxylic acid hydrochloride, 
1 -cyclopentyl-2-[4-(4-methylbenzyloxy)phen y l]benzimidazole-5-carboxylic ac.d 

1- c y clopentyl-2-{4-[(3,5-dimeth y l-4-isoxazolyl)methoxy]phen y l}-benzim,dazole-5 : carboxyl^ 
[2-(4-benzyloxyphenyl)-1-cyclopentylbenzimidazol-5-yl]-carbonylaminoaceticacid, 

2- [4-(2-chlorobenzyloxy)phenyl]-1-cyclopentylbenzimidazole-5-carboxylicac.d, 
2-[4-(3-chlorobenzyloxy)phen y l]-1-cyclopentylbenzimidazole-5-carboxylicacid, 
2-(4-benzyloxyphenyl)-3-cyclopentylbenzimidazole-5-carboxylic acid, 
2-[4-(benzenesulfonylamino) P h e nyl]-1-cyclopentylbenzimidazole-5-carboxylicac.d 
liyclopentyl-2-[4-(3,5-dichloro P henylcarbonylamino)phenyl]-benz.m.dazole-5-carboxylicac.d, 
2 - { 4[(4chlorophenyl)carbonylamino]phenyl}-1-cyc.opentyl-benzimidazole ; 5<arb^ 
2-4l44e rt -butyl P henyl^^ 

2-{4{(4-benzyloxyphenyl)carbon y lamino]phenyl}-1-^clopentylbenz,m,dazole-5-carboxylicac,d, 
trans-4-[2-(4-benzyloxyphenyl)-5-carboxybenzimidazol-1-yl]cyclohexan-1-ol, 
- trans-1-[2-(4-benzyloxyphenyl)-5-carboxybenzimidazol-1-yl]-4-methoxycyclohexane, 
2-(4-benzyloxyphenyl)-5-carboxymethyl-1-cyclopentylbenzimidazole, 
2Wyclohexylphenyl)carbonylamino]-1-cyclopentylbenzimidazole-5-carboxyl.cacid, 
1-c y clopent y l-244-(3,5-dichlorobenzyloxy) P henyl]benzimidazole-5-carboxylicacid, 
1 -cyclorjentyl^-^-O^-dichlorobenzyloxyJiDhenyllbenzimidazole-B-carboxylic acid, 
1-cyclo P entyl-2- [4- ( P henylcarbamoylamino) P henyl] benzimidazole-5-carboxylic acid, 
1-cyclopentyl-2-[4-(diphen y imethoxy)phenyl]benzimidazole-5-carboxylic acid, 

1- cvclopentyl-2-(4-pheneth y loxy P henyl)benzimidazole-5-carboxylicacid, 
trans-1-[2-(4-benzyloxyphenyl)-5-carboxybenzimidazol-1-yl]-4-tert-butylcyclohexane, 

2- (4-benzyloxyphenyl)-5-carboxymethoxy-1-cyclopentylbenzimidazole, 
2-(4-benzylamino P henyl)-1-cyclo P entylben Z imidazole-5-carboxyl.cac.d rhnvulipaHd 
2- 4-(N-benzenesulfonyl-N-methylamino) P henyl]-1 -cyclo P entyl-benz.m.dazole-5<arboxyl,c acid, 
2-[4-(N-benz y i-N-methylamino) P henyl]-1-cyclo P entylbenzimidazole-5-carboxy!icacid, 
1-cyclohexyl-2-(4-phenethylphenyl)benzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-[4-(3,5-dichlorobenz y loxy)phen y l]benzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-[4-(diphenylmethoxy)phenyl]benzimidazole-5-carboxyl.cacid, 

1- cyclohex y l-2-[4-(3,5-di-tert-butylbenzyloxy)phenyl]-benzimidazole-5-carboxylicacid, 

2- (4-benzyloxy P henyl)-1-(4-methylcyclohexyl)benzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[2-(2-naphthyl)ethoxy]phen y l}benzimidazole-5-carbox y licac.d l 
1 -cyclohexyl-2-[4-(1 -naphthyl)methoxyphenyl]benzimidazole-5-carboxylic ac.d, 

1 -cyclohexyl-2-[4- (dibenzylamino)phenyl]benzimidazole-5-carboxylic acid, 

2- [4-(2-biphenylylmethoxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-(4-benzyloxyphenyl)-1 -cyclohexylbenzimidazole-5-carboxylic acid, 

1- cyclohexyl-2-[4-(dibenzylmethoxy)phenyl]benzimidazole-5-carboxylicacid, 

2- (4-benzoylmethoxyphenyl)-1 -cyclohexylbenzimidazole-5-carboxylic ac.d, 

1 -cyclohexyl-2-[4-(3,3-di P h e nyl P ropyloxy)phenyllben Z imidazole-5-carboxyl.c acid, 
2-[4-(3-chloro-6- P henylbenzyloxy) P henyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, 
1-cyc!ohexyl-244-[2-( P henoxy)ethoxy] P henyl}benzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-[4-(3-phenylpropyloxy) P henyl]benzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-[4-(5- P henylpentyloxy)phenyl]benzimidazole-5-carboxylicacid, 

2- (2-benzyloxy-5-pyridyl)-1-cyclohexylbenzimida Z ole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[2-(3,4,5-trimethoxyphenyl)ethoxy]phenyl}-benzirnidazole-5-carboxylicacid, 

2- (4-benzyloxyphenyl)-1-(4,4-dimethylcyclohexyl)benzimidazole-5-carboxylicacid, 
1 -cyclohexyl-2-{4-[2-(1 -naphthy l)ethoxy] P henyl}benzimidazole-5-carboxylic acid, 
2-[4-(2-benzyloxyphenoxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2- [4-(3-benzyloxyphenoxy)phenyl]-1 -cyclohexylbenzimidazole-5-carboxylic ac.d, 
1-cyclohexyl-2-[4-(2-hydroxyphenoxy)phenyl]benzimidazole-5-carboxyl.c acid, 
1-cyclohexyl-2-[4-(3-hydroxyphenoxy)phenyl]benzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-[4-(2-methoxy P henoxy) P henyl]benzimidazole-5-carboxyl.cacid, 
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1-cyclohexyl-2-[4-(3-methoxyphenoxy)phenyl]benzimidazole-5-carboxylicacid, 

1-cyclohexyl-2-t4-(2-propoxyphenoxy)phenyl]benzimidazole-5-carboxylicacid, 

1-cyclohexyl-2-[4-(3-propoxyphenoxy)phenyl]benzimidazole-5-carboxylicacid 

1-cyclohexyl-2H4-[2-(3-methyl-2-butenyloxy)phenoxy)phenyl}-benzimidazole-5-cafboxyicacid, 

1-cyclohexyl-2K4-[3-(3-methyl-2-butenyloxy)phenoxy]phenyl}-benzimidazole-5-carboxylicac.d l 

1-cyclohexyl-2-[4-(2-isopentyloxyphenoxy)phenyl]benzimidazole-5-carboxylicacid, 

1-cyclohexyl-2-[4-(3-isopentyloxyphenoxy)phenyl]benzimidazole-5-carboxylicacid QrH „ w , ir 

1- cyclohexyl-2V[2-(10,11-dihydro-5H-dibenzo[b,nazepin-5-yl)ethoxy]phenyl}benz.m.dazole-5^ 

^yclohexyl-244-[2-(44rifluoromethylphenyl)benzyloxy]-phenyl}benzimidazole-5-carbo^ 

2- {4-fbis(4-chlorophenyl)methoxy]phenyl}-1-cyclohexylbenzimidazole-5K:arboxylicacid 
1-cyclohexyl-2-{4-[2-(4-methoxyphenyl)ethoxy]phenyl}-benzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-{4-[2-(2-methoxyphenyl)ethoxy]phenyl}-benzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[2-(3-methoxyphenyl)ethoxy]phenyl}-benzimidazole-5-carboxylicacid, 

2- (4-benzyloxyphenyl)-1-cycloheptylbenzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-[4-(2-phenethyloxyphenoxy)phenyl]benzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-[4-(3-phenethyloxyphenoxy)phenyl]benzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-[4-(2,2-diphenylethoxy)phenyl]benzimidazole-5-carboxylicacid, 
cis-1-[2-(4-benzyloxyphenyl)-5-carboxybenzimidazol-1-yl]-4-fluorocyclohexane, 
1-cyclohexyl-2-[4-(2-phenoxyphenoxy)phenyl]benzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-[4-(3-phenoxyphenoxy)phenyl]benzimidazole-5K : arboxylicacid, rarhnYUlic acid 

2- {4V(2R)i-benzyloxycarbonylamino-2-phenylethoxy]phenyl}-1-cyclohexylbenz,m,dazole-5-carbo^ 
l4clohexyl-2^2-fluoro^-[2-(44rifluoromethylphenyl)-benzyloxy]phenyl}benzimidazole-5K : a* 
2-[4-(4-benzyloxyphenoxy)phenyl]-1 -cyclohexylbenzimidazole-5-carboxylic acid, 
2-{4-[bis(4-methylphenyl)methoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-{4-[bis(4-fluorophenyl)methoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid 
1-cyclohe X yl-6-methoxy-2-[4H3-phenylpropoxy)phenyl]-benzimidazole-5-carboxylicacid, 

1- cyclohexyl-6-hydroxy-2-[4-(3-phenylpropoxy)phenyl]-benzimidazole-5-carboxylicacid, 
1 - C yclohexyl-6-methyl-2-[4-(3-phenylpropoxy)phenyl]benzimidazole-5-carboxylic acid, 

2- {4-[2-(2-benzyloxyphenyl)ethoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-{4-[2-(3-benzyloxyphenyl)ethoxylphenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-[4-(2-carboxymethyloxyphenoxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-r4-(3-caiboxymethyioxyphenoxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylic acid, 
2-{443-chloro-6-(4-methylphenyt)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicac.d 
2-4-3-chloro-6-(4-methoxyphenyl)benzylo X y] P henyl}-1-c y clohexylbenzimidazole-5-ca*ox^ 

1- cvclohexyl-242-methyl-4-[2-(4-trifluoromethylphenyl)-benzyloxy]phenyl}benz,m,dazole-5-carbo^^^ 

2- <4V(44ert-butylphenyl)-5-chlorobenzylo^ 

2-4-3-chloro-6-phenylbenzyloxy)-2-fluorophenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2- 4- 3-chloro-6-(3,5-dichlorophenyl)benzyloxy]phenyl}-1 -cyclohexylbenzimidazole-5-carboxyhc aad, 
2-{4- [bis (4-fluorophenyl)methoxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole-5-carboxylic acid, 
2-(4-(4-benzyloxyphenoxy)-2-chlorophenyl}-1 -cyclohexylbenzimidazole-5-carboxylic acid, 
2-4Vbenzyloxyphenoxy)-2-trifluoromethylphenyl}-1-cyclohexylbenzimidazole-5-carboxylicac l d 
2-{4-[3-chloro-6-(2-trifluoromethylphenyl)benzyloxy]ph e nyl}-1cyclohexylbenzimidazole-5-carboxyl.cacid, 
2-{4-[(2R)-2-amino-2-phenylethoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid ) 
2-[4-(2-biphenylyloxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, 

2-[4-(3-biphenylyloxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, «q rhnv 

2V[2-{(1tertb^ 

2T4 a [3-K1-tert-buto)<ycarbonyl-4-piperidyl)methoxy}phen 

^-MS-chloro-e- (3,4,5-trimethoxyphenyl) benzyloxy]phenyl}-1 -cyclohexylbenzimidazole-5-carboxylic acid, 

2-{4-[2-(2-biphenylyl)ethoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

2-[4-(2-biphenylylmethoxy)phenyl]-1-cyclohexylbenzinnidazole-5-carboxylicacid^ 

1-cvclohexyl-2-{4-[2-(4-piperidylmethoxy)phenoxy]phenyl}-benzimidazole-5-carboxylicacid hydrochloride, 

1- cvclohexyl-2^4-[3-(4-piperidylmethoxy)phenoxy]phe^ y l}-be^zimidazole-5-carboxylicacid hydrochlonde, 

2- {4-[(2R)-2-acetylamino-2-phenylethoxylphenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
1-cvclohexyl-2-{4-[3-(4-methyl-3-pentenyloxy)phenoxy]phenyl}-benzimidazole-5-carboxylicacid, 
1 -cyclohexyl-2-{4-[3- (3-methyl-3-butenyloxy)phenoxy]pheny!}-benzimidazole-5-carboxylic acid, 
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2-{4-[{(2S)-1 -benzyl-2-pyrrolidinyl}methoxy]phenyl}-1 -cyclotiexylbenzimidazole-5-carboxylic acid hydrochlo- 

2 d {t[3-chloro-6-(4-methy^^ .. 
2-{4-[3-chloro-6-(4-methanesulfonylphenyl)benzyloxylphenyl}-1-cyclohexylbenzimidazole-5-carboxylicac,d, 

2-{4-[3-chloro-6-(2-thienyl)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylic acid, 

2-{4-[3-chloro-6-(3-chloropheny!)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

2-{4-[3-chloro-6-(3-pyridyl)benzyloxy]phenyl}-1 -cyclohexylbenzimidazole-5Hcarboxylic acid, 

2-{4-[3-chloro-6-(4-fluorophenyl)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

2-[4- (4-benzyloxyphenoxy)-3-fluorophenyl]-1 -cyclohexylbenzimidazole-5-carboxylic acid, 

2-r4-(2-bromo-5-chlorobenzyloxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylic acid, 

2- 4- 3-chloro-6-(4-chlorophenyl)benzyloxy]-2-fluorophenyl}-1 -cyclohexylbenzimidazole-5-carboxylic acid, 

2-{4-[2-{(1-acetyl-4-piperidyl)methoxy}phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid^ 

2-{4-[3-{(1-acetyl-4-piperidyl)methoxy}phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

1-cyclohexyl-2-{4-[3-(2-propynyloxy)phenoxy]phenyl}benzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[3-(3-pyridylmethoxy)phenoxy]phenyl}-benzimidazole-5-carboxylicacid, 

2- (4-benzyloxy-2-methoxyphenyl)-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-[4-(2-bromo-5-methoxybenzyloxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-[4-(carboxydiphenylmethoxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-{4-[2-(4-chlorophenyl)-5-nitrobenzyloxy]phenyl}-1 -cyclohexylbenzimidazole-5-carboxylic acid 
2-{4-[3-acetylamino-6-(4-chlorophenyl)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-{4-r2-(4-carboxyphenyl)-5-ch!orobenzyloxy]phenyl}-1 -cyclohexylbenzimidazole-5-carboxylic acid, 
2-{4-[{(2S)-1-benzyloxycarbonyl-2-pyrro^ ac- 

2-{2-chloro-4-[2-(4-trifluoromethylphenyl)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[3-(2-pyridylmethoxy)phenoxy]phenyl}-benzimidazole-5-carboxylicacid, 

2- {4-[2-(4-chlorophenyl)-5-fluorobenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylic acid, 
2-{4-r3-carboxy-6-(4-chlorophenyl)benzyloxy]phenyl}-1 -cyclohexylbenzimidazole-5-carboxyl.c acid, 
2-{4-[3-cart)amoyl-6-(4-chlorophenyl)benzyloxy]phenyi}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-{4-[2-(dimethylcarbamoylmethoxy)phenoxy]phenyl}-benzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[2-(piperidinocarbonylmethoxy)phenoxy]phenyl}-benzimidazole-5-carboxylic acid, 

2- {4-[{(2S)-1-benz e nesulfonyl-2-pyrrolidinyl}methoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-{4-[{(2S) -1 -benzoyl-2-pyrrolidinyl}methoxy]phenyl}-1 -cyclohexylbenzimidazole-5-carboxylic ac.d, 
2-{4-[2-(4-carbamoylph e nyl)-5-chlorobenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicac l d, 
1-cyclohexyl-244-[3-(dimethylcarbamoylmethoxy)phenoxy]phenyl}-benzimidazole-5-carboxylicacid, 

1 - C yclohexyl-2-{4-[3-(piperidinocarbonylmethoxy)phenoxy]phenyl}-benzimidazole-5-carboxylic ac.d 

1- cyclohexyl-2-{4-[3-{(1-methanesulfonyl-4-piperidyl)methoxy}-phenoxy]phenyl}benzimidazole-5-carboxyl.c 

1 C C ?clohexyl-2-{4-[{2-methyl-5-(4-chlorophenyl)-4-oxazoVI}-methoxy]phenyl}benzimidazo ac- 

2- '{4-[3-(3-chlorobenzyloxy)phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-{4-[3-(4-chlorobenzyloxy)phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-{4-[3-(4-fluorobenzyloxy)phenoxy]phenyl}-benzimidazole-5-carboxylicacid, 

1- cvclohexyl-2-{4-[{(2S) -1 - (4-nitrophenyl) -2-pyrrolidinyl}-methoxy]phenyl}benzimidazole-5-carboxyl.c acid, 
1 -cyclohexy!-244-[{(2S)-1 -phenyl-2-pyrrolidinyl}methoxy]phenyl}-benzimidazole-5-carboxylic acid hydrochlo- 

2 d {4-[{(2S)-1 -(4-acetylaminophenyl)-2-pyrrolidinyl}mthoxy]-phenyl}-1 -cyclohexylbenzimidazole-5-carboxylic 

T { 4-[{5- (4-chlorophenyl) -2-methyl-4-thiazolyl}methoxy]phenyl}-1 -cyclohexylbenzimidazole-5-carboxylic ac- 

2- '{4-[bis(3-fluorophenyl)methoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
1-cyclohexyl-2H4-[2-(4-chlorophenyl)-3-nitrobenzyloxy]phenyl}-benzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-{4-[3-(4-tetrahydropyranyloxy)phenoxylphenyl}-benzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[3-(4-trifluoromethylbenzyloxy)phenoxy]phenyl}-benzimidazole-5-carboxylicac.d, 

1 -cyclohexyl-2-{4-[3-{(1 -methyl-4-piperidyl)methoxy}phenoxy]-phenyl}benzimidazole-5-carboxylic acid, 

2- {4-[3-(4-tert-butylbenzyloxy)phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-{4-[3-(2-chlorobenzyloxy)phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[3-(3-pyridyl)phenoxy]phenyl}benzimidazole-5-carboxylicacid, 

2- {4-[3-(4-chlorophenyl)phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
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1-cyclohexyl-2-{4-[3-(4-methoxyphenyl)phenoxy]phenyl}-benzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[{4-(4-methanesulfonylphe^ 
boxylic acid, 

2- {4-[{4-(4-chlorophenyl) -2-methyl-5-thiazolyl}methoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylic ac- 
id, 

2-{4-[1 -(4-chlorobenzyl)-3-piperidyloxy]phertyl}-1 -cyclohexylbenzimidazole-5-carboxylic acid, 

1-cyclohexyl-244-[3-{(2-methyl-44hiazolyl)methoxy}phenoxy]-phenyl}benzimidazole-5-carboxylicacid, 

1-cyclohexyl-2-{4-[3-{(2,4-dimethyl-5-thiazolyl)methoxy}phenoxy]-phenyl}benzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[3-(3,5-dichlorophenyl)phenoxy]phenyl}-benzimidazole-5-carboxylicacid, 

2- {4-[1 -(4-chlorobenzyl)-4-piperidyloxy]phenyl}-1 -cyclohexylbenzimidazole-5-carboxylic acid, 
2-{4-[3-(4-chlorobenzyloxy)piperidino]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-{4-[4-carbamoyl-2-(4-chlorophenyl)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-{4-[4-(4-chlorobenzyloxy)piperidino]phenyl}-1-cyclohexylbenzimidazole-5-cart»oxylicacid, 
2-{4-[3-{(2-chloro-4-pyridyl)methoxy}phenoxy]phenyl}-1-cyclohexylbenzimidazole-5-cart)oxylicacid > 
2-{4-[{(2S)-1-(4-dimethylcarbamoylphenyl)-2-pyrrolidinyl}-methoxy]phenyl}-1-cyclohexylbenzimidazole- 
5-carboxylic acid, 

2-{4-[2-(4-chlorophenyl)-5-ethoxycarbonylbenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
1-cyclohexyl-2-[4-(3-trifluoromethylphenoxy)phenyl]benzimidazole-5-carboxylicacid, 

1- cyclohexyl-244-[{4-(4-dimethylcarbamoylphenyl)-2-methyl-5-thiazolyl}methoxy]phenyl}benzimidazole- 

5-carboxylic acid, 

2- {4-[2-(4-chlorophenyl)-5-dimethylcarbamoylbenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicac- 

2-'{4-[{4-(4-chlorophenyl)-2-methyl-5-pyrimidinyl}methoxy]phenyl}-1-cyclohexylbenzi 
acid hydrochloride, 

2-{4-[{2-(4-chlorophenyl)-3-pyridyl}methoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylic acid dihydro- 
chloride, 

2-{4-[{3-(4-chlorophenyl)-2-pyridyl}methoxy]phenyl}-lH:yclohexylbenzimidazole-5-carboxylicacid, 
2-{4-[2-(3-chlorophenyl)-4-methylamino-1,3,5-triazin-6-yloxy]phenyl}-1-cyclohexylbenzimidazole-5-carbo^ 

ic acid trifluoroacetate, 

2-{4-[2-(4-chlorophenyl)-4-(5-tetrazolyl)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxyhcacid, 
2-[4-(4-benzyloxy-6-pyrimidinyloxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, 

1- cyclohexyl-2-{4-[4-(4-pyridylmethoxy)-6-pyrimidinyloxy]phenyl}-benzimidazole-5-carboxylicacid, 

2- {4-[4-(3-chlorophenyl)-6-pyrimidinyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
methyl 2-{4-[2-(4-chlorophenyl)-5-methoxybenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylate, 
2-{4-[2-(4-chlorophenyl)-5-methoxybenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylic acid hydro- 
chloride, 

ethyl 2-{4-[3-(4-chlorophenyl)pyridin-2-ylmethoxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylate, 
methyl 2-[4-(2-bromo-5-tert-butoxycarbonylbenzyloxy)phenyl]-1-cyclohexylbenzimidazole-5-carboxylate, 
methyl 2-{4-[5-tert-butoxycarbonyl-2-(4-chlorophenyl)benzyloxy]-phenyl}-1-cyclohexylbenzimidazole-5-car- 
boxylate, 

methyl 2-{4-[5-carboxy-2-(4-chlorophenyl)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylate hy- 
drochloride, 

methyl 2-{4-[2-(4-chlorophenyl)-5-methylcarbamoylbenzyloxy]-phenyl}-1-cyclohexylbenzimidazole-5-carbox- 

2-{4-[2-(4-chlorophenyl)-5-methylcarbamoylbenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylic acid 
hydrochloride, 

2-{4-[3-(tert-butylsulfamoyl)-6-(4-chlorophenyl)benzyloxy]-phenyl}-1-cyclohexylbenzimidazole-5-carboxylic 
acid, 

2-{4-[2-(4-chlorophenyl)-5-sulfamoylbenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylic acid trifluor- 
oacetate, 

2-(4-benzyloxycyclohexyl)-1 -cyclohexylbenzimidazole-5-carboxylic acid hydrochloride, 
2-[2-(2-biphenylyloxymethyl)-5-thienyl]-1-cyclohexylbenzimidazole-5-carboxylic acid, 
2-[2-(2-biphenylyloxymethyl)-5-furyl]-1-cyclohexylbenzimidazole5-carboxylicacid, 

1-cyclohexyl-2-{4-[{4-(4-fluorophenyl)-2-hydroxymethyl-5-thiazolyl}methoxy]phenyl}benzimidazole-5-carbox- 
ylic acid, 

1-cyclohexyl-2-{4-[{4-(4-carboxyphenyl)-2-methyl-5-thiazolyl}-methoxy]phenyl}benzimidazole-5-carboxylic 
acid hydrochloride, 

1-cyclohexyl-2-{2-fluoro-4-[4-fluoro-2-(3-fluorobenzoyl)-benzyloxy]phenyl}benzimidazole-5-carboxylicacid, 
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2-{4-[2-(4-chlorophenyl)-5^ethoxybenzyloxy]phenyl}-1-cyclohexylben2imidazole-5-sulfonicacid, 
2-{4-[2-(4-chlorophenyl)-5-methoxybenzy^ 

1 - cyclohexyl-2^-[3-dimethylca^ 
acid di hydrochloride, 

1 .cyclohexyl-244-[3-carboxy-5-(4-pyridylmethoxy)phenoxylphenyl}benzimidazole-5-carboxylic acid d.hydro- 

2- {4- n [2 e (4-chlorophenyl)-5-methoxybenzyloxy]phenyl}-1 -cyclohexylbenzimidazole-4-carboxylic acid 
2-{4-[3-carbamoyl-6-(4-chlorophenyl)benzyloxy]phenyl}-1cyclohexylbenzimidazole-5-carboxyhc acid hydro- 

2 h { l r !?2V-carboxyphenyl)-3-pyndyl}methoxy]phenyl}-1 cyclohexylbenzimidazole-5-carboxylic acid, 
2-{4-[2-(4-chlorophenyl)-5-methoxybenzyloxy]phenyl}-1-(4tetrahydrothiopyranyl)benzimidazole-5<:arboxyl^ 

2 C {i[2-(4-chlorophenyl)-5-dimethylcarbamoylbenzyloxy]phenyl}-1cyclohexylbenzimida^ 

VcyXhe^ 

boxylic acid hydrochloride, 

1- cyclohe)(yl-2^4-[3-dimethylcarbamoyl-6-(4-methylthiophenyl)-benzyloxy]phenyl}benzimidazole-5-carboxy- 
lie acid hydrochloride, 

2- {4<2-(4-chlorophenyl)-5-methylcart)amoylbenzyloxy]-2-fluorophenyl}-1^yclohexylbenzimidazole-5-car- 

boxylic acid hydrochloride, . 
2-{4-t2-(4-chlorophenyl)-5-dimethylcarbamoylbenzyloxy]-2-fluorophenyl}-1-cyclohe)(ylbenzimidazole-5-car^ 

boxylic acid hydrochloride, . 

2-{4-[3-carbamoyl-6-(4-chlorophenyl)benzyloxy]-2-fluorophenyl}-1-cyclohexylbenz.midazole-5-carboxylicac- 

id hydrochloride, . 
2-{4-[3-dimethylcarbamoyl-6-(4-methanesulfonylphenyl)-benzyloxy]phenyl}-1-cyclohexylbenzimidazole- 

5-carboxylic acid hydrochloride, 1J#J1 u„ 
2-{4-[3-dimethylcarbamoyl-6-(3-pyridyl)benzyloxy]phe^ 

drochloride, 2-{4-[3-dimethylcarbamoyl-6-(4-dimethylcarbamoylphenyl)-benzyloxy]phenyl}-1-cyclohexylben- 

zimidazole-5-carboxyric acid, . 
2-{4-[2-(4-chlorophenyl)-5-methoxybenzyloxy]-2-fluorophenyl}-1-(4-tetrahydroth.opyranyl)benzim,dazole- 

2-^2°^ 

2 y { ?-[2- h (4-chtorophenyl)-5-m acid 
methTSS 

late hydrochloride, , . .. .... 

2-{4-[2-(4-chlorophenyl)-5-dimethylaminobenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid di- 

5 y {4°2- h (4-ch?orophen 

ic acid hydrochloride, . 
2-{4-[2-(4-chlorophenyl)-5-diethylcarbamoylbenzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole-5<ar- 

boxylic acid hydrochloride, 

2-{4-[2-(4-chlorophenyl>5-isopropylcarbamoylbenzyloxy]-2-fluorophenyl}-1-cyclohexylbenzirnidazole-5-car- 

boxylic acid hydrochloride, . , c 

2-{4-[2-(4-chlorophenyl)-5-piperidinocarbonylbenzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole-5-car- 

boxylic acid hydrochloride, . 
2-{4-[2-(4-chlorophenyl)-5-(1-pyrrolidinyl)carbonylbenzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole- 

5-carboxylic acid hydrochloride, . 
2-{4-[2- (4-chlorophenyl)-5-(2-hydroxyethyl)carbamoylbenzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimida- 

zole-5-carboxylic acid hydrochloride, 

2-{4-[2-(4-chlorophenyl)-5-(4-hydroxypiperidino)-carbonylbenzyloxy]-2-fluorophenyl}-1-cyclohexylbenz.mi- 
dazole-5-carboxylic acid hydrochloride, 

2-{4-[2-(4-chlorophenyl)-5-morpholinocarbonylbenzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole-5-car- 

boxylic acid hydrochloride, . 
2-{4-[2-(4-chlorophenyl)-5-thiomorpholinocarbonylbenzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole- 

5-carboxylic acid hydrochloride, 

2-{4-[3-(carboxymethylcarbamoyl)-6-(4-chlorophenyl)benzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimida- 
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zole-5-carboxylic acid hydrochloride, 

244-[2-{4H2-carboxyethyl)phenyl}-5-chlorobenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5^arboxylicacid, 
2-{4-[3-chloro-6-(4-hydroxymethylphenyl)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacidhy- 

hydrochloride, 

2-{4-[2-(3-cart30xyphenyl)-5-chlorobenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxyhcacid, 
2-{4-[2-(4-chlorophenyl)-5-methylthiobenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 
2-{4-t2-(4-chlorophenyl)-5-methylsulfinylbenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid 
2-{4-[2-(4-chlorophenyl)-5-cyanobenzyloxy]phenyl}-1 -cyclohexylbenzimidazole-5-carboxylic acid hydrochlo- 
ride, 

2-{4-[bis(3-pyridyl)methoxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole-5-carboxylic acid, 
2-{4-[bis(4-dimethylcarbamoylphenyl)methoxy]-2-fluorophenyl}-1-cydohexylbenzimidazole-5-carboxylic ac- 

sodium 2-{4-[2-thienyl-3-thienylmethoxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole-5-carboxylate, 

methyl 2-{4-[2-(4-chlorophenyl) -5- (dimethylcarbamoyl) benzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimida- 

soa^um^^S-^hlorophenyli-S-ldimethylcar^ 

zole-5-carboxylate, . ,. . . 

2-{4-[5-carboxy-2-(4-chlorophenyl)benzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

2-{4-[2-(4-carboxyphenyl)-5-methoxybenzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

2-{4-[2-(4-carbamoylphenyl)-5-(dimethylcarbamoyl)benzyloxy]-phenyl}-1-cyclohexylbenzimidazole-5-car- 

boxylicacid, , „ . .. 

2-{4-[5-amino-2-(4-chlorophenyl)benzyloxy]phenyl}-1-cyclohexylbenzimidazole-5-carboxylicacid, 

2-{4-[5-(4-chlorophenyl)-2-methoxybenzylsulfinyl]phenyl}-1-cyclohexylbenzimidazole-5-carboxylic acid hy- 
2-{4{5^ acid hy " 

2^4-^ 3Cid hydr °" 

chloride, 

2-{4-[bis(4-carboxyphenyl)methoxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole-5-carboxylic acid, 

2-[4-(phenyl-3-pyridylmethoxy)-2-fluorophenyl]-1-cyclohexylbenzimidazole-5-carboxylicacid, 

methyl 2-{4-[2-(4-chlorophenyl)-5-(methylcarbamoyl)benzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimidazole- 

2-{J[S^ acid hydro- 

2-{4{2Vchlorophe^ 

boxylic acid hydrochloride, , 
2-{4-[2-(4-chlorophenyl)-5-(cyclohexylmethylcarbamoyl)benzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimida- 

zole-5-carboxylic acid hydrochloride, 

2-{4-[2-(4-chlorophenyl)-5-(4-pyridylmethylcarbamoyl)benzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimida- 
zole-5-carboxylic acid dihydrochloride, 

2-{4-[2-(4-chlorophenyl)-5-(N-benzyl-N-methylcarbamoyl)-benzyloxy]-2-fluorophenyl}-1-cyclohexylbenzimi- 
dazole-5-carboxylic acid hydrochloride, 

methyl 2-{4-[2-(4-chlorophenyl)-5-methoxybenzyloxy]phenyl}-1 -cyclohexyl-1 H-indole-5-carboxylate, 
2-{4-[2-(4-chlorophenyl)-5-methoxybenzyloxy]phenyl}-1 -cyclohexyl-1 H-indole-5-carboxylic acid, 
2-(4-benzyloxyphenyl)-1 -cyclopentyl-IH-indole-5-carboxylic acid, ethyl 2-(4-benzyloxyphenyl)-3-cyclohexy- 
limidazo[1,2-a]pyridine-7-carboxylate, 

2-(4-benzyloxyphenyl)-3-cyclohexylimidazo[1 ,2-a]pyridine-7-carboxylic acid, and 

2-{4-[2-(4-chlorophenyl)-5-methoxybenzyloxy]phenyl}-3-cyclohexyl-3H-imidazo[4,5-blpyridine-6-carboxylic 
acid. 

32. A pharmaceutical composition comprising a fused ring compound of any of claims 14 to 31 , or a pharmaceutical^ 
acceptable salt thereof, and a pharmaceutical^ acceptable carrier. 

33. A hepatitis C virus polymerase inhibitor comprising a fused ring compound of any of claims 1 to 31 , or a pharma- 
ceutically acceptable salt thereof, and a pharmaceutical^ acceptable carrier. 
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34. An anti-hepatitis C virus agent comprising a fused ring compound of any of claims 1 to 31 , or a pharmaceutical^ 
acceptable salt thereof, and a pharmaceutical^ acceptable carrier. 

35. A therapeutic agent for hepatitis C comprising a fused ring compound of any of claims 1 4 to 31 , or a pharmaceu- 
tical^ acceptable salt thereof, and a pharmaceutical ly acceptable carrier. 

36. A method for treating hepatitis C, which comprises administering an effective amount of a fused ring compound 
of the formula [I] of claim 1 or a pharmaceutically acceptable salt thereof. 

37 A method for inhibiting hepatitis C virus polymerase, which comprises administering an effective amount of a fused 
ring compound of the formula [I] of claim 1 or a pharmaceutically acceptable salt thereof. 

38. Use of a fused ring compound of the formula [I] of claim 1 or a pharmaceutically acceptable salt thereof for the 
production of a pharmaceutical agent for treating hepatitis C. 

39. Use of a fused ring compound of the formula [I] of claim 1 or a pharmaceutically acceptable salt thereof for the 
production of a hepatitis C virus polymerase inhibitor. 

40 A pharmaceutical composition for the treatment of hepatitis C, which comprises a fused ring compound of the 
' formula [I] of claim 1 or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier. 

41 A pharmaceutical composition for inhibiting hepatitis C virus polymerase, which comprises a fused ring compound 
of the formula [I] of claim 1 or a pharmaceutically acceptable salt thereof , and a pharmaceutically acceptable earner. 

42 A commercial package comprising a pharmaceutical composition of claim 40 and a written matter associated 
" therewith, the written matterstating thatthe pharmaceutical composition can orshould be usedfortreating hepatitis 

C. 

43 A commercial package comprising a pharmaceutical composition of claim 41 and a written matter associated 
therewith, the written matter stating that the pharmaceutical composition can or should be used for inhibiting hep- 
atitis C virus polymerase. 
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